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Dowling's Acute Bacterial Diseases—Their Diagnosis & Treatment 


Not just a brand-new book—but the first book to approach acute bacterial diseases from the 
standpoint of etiologic agents. By thus identifying each disease according to the micro-organism 
causing it, Dr. Dowling greatly simplifies treatment with the new chemotherapeutic drugs. 


Many of the greatest advances in medicine during the past few years have been made in the 
field of bacterial diseases. In his new and fundamentally different book, Dr. Dowling records 
these advances in the way that the general practitioner wants and needs them, applying them 
clearly and logically to the everyday diagnosis and treatment of these diseases. 


You will appreciate the unique chapter on diagnosis that groups bacterial infections according 
to their outstanding clinical features (fever, rash, pharyngitis, etc.). Dr. Dowling then tells 
you of general ameliorative measures and the principal therapeutic agents currently in use: 
serums, the sulfonamides, penicillin and streptomycin. Under each of these headings the 
answers are given to such questions as: In what diseases and under what conditions will the 
agent be effective? What is the dosage and how should it be administered? What toxic 
effects may follow? 


Dr. Dowling devotes the rest of his book to detailed discussions of individual diseases—classified 
according to etiologic agent. He considers diseases caused by the Cocci (pneumonia, rheumatic 
fever, osteomyelitis, etc.) ; those caused by Bacilli (undulant fever, whooping cough, tularemia, 
etc.); and the conditions primarily due to Exotoxins (diphtheria, tetanus, botulism, etc.). 

By Harry F. Dowling, M.D., Clinical Professor of Medicine, George Washington University. 
With the Collaboration of Lewis K. Sweet, M.D., and Harold L. Hirsh, M.D., 465 pages, 
illustrated. $6.50. 
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Another MOSBY Book! 


Black’s  seconp EDITION 


Vaughan’s PRACTICE of ALLERGY 


By WARREN T. VAUGHAN, MLD., Richmond, Virginia. Revised 
by J. HARVEY BLACK, M_D., Dallas, Texas. 


1092 Pages 


The work of revising “Practice of Allergy,” first published in 1939, 
was interrupted by the death of Dr. Warren T. Vaughan. In carrying 
3] 9 through the revision, Dr. J. Harvey Black tried to retain the quality 


and the flavor of the book so that it might remain as it was written. 


ill ustrations It was Dr. Vaughan’s distinctive style and personality that made for 
its greatness and popularity. Dr. Black, however, added considerable 
new material, bringing the subject matter up to date. 


To Mr. O. C. Durham, Chief Botanist in the Abbott Laboratories, 
Chicago, and Technical Director of the Committee on National Pollen 


PRICE Survey, the author is indebted for the chapters on Field Surveys and 
Aerobiology: Development and Technic. Dr. J. B. Howell, Dallas, has 
rewritten the chapter on Fungus Infection with Associated Allergy, 

$15 00 so that it represents the present thinking of the dermatologist and 


allergist. The Chapter on Vital Capacity has been rewritten by Dr. 
James Holman, Dallas. 


OrpER Form 
THE C. V. MOSBY COMPANY SMJ—8-48 
3207 Washington Blvd. 

St. Louis 3, Missouri. 


Please send me a copy of Black’s Second Edition, Vaughan’s PRACTICE OF ALLERGY—The 
price is $15.00. 


—-..Enclosed is my check, Charge my account. 
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middle age ental ease 


\ 


The woman in the climacterium may be disturbed by 
disquieting thoughts and foolish fears. Such mental 
anguish is oftentimes allayed when the physical symptoms 
associated with declining ovarian function have 
been relieved. 

“Premarin,” by bringing about remission of meno- 
pausal symptoms, restores mental ease in a majority 
of instances. Furthermore, there is a “plus” in 


gratifying “sense of well-being” 


usually experienced by the patient following adminis- 
tration of this naturally occurring, orally active estrogen. 
Flexible dosage regimens to adapt treatment to the 
particular needs of the patient are made possible with 
“Premarin” Tablets of 2.5, 1.25, or 0.625 mg., and 
liquid—0.625 mg. per 4 cc. (one teaspoonful). 
While sodium estrone sulfate is the principal estrogen 


in**Premarin,” other equine estrogens...estradiol, 


equilin, equilenin, hippulin...are probably 
also present in varying amounts as 


water soluble conjugates. 


Ayerst, McKenna & Harrison Limited 22 East 40th Street, New York 16, New York 


*Estrogenic Substances (water soluble) also known as Conjugated Estrogens (equine) 4818 
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Today’s research « « « tomorrow’s practice 


These two books reflect the steady 
flow of etiologic discoveries that have 
been handed to medical practice dur- 
ing recent years by accelerated re- 
search, particularly in the fields of 
chemo-therapy and antibiotics. Inter- 
change of this type of knowledge has 
increased to the stage where an inte- 
gration of this basic material can be 
established into general medicine. 


Viral and Rickettsial Infections Of Mien cates 


Dr. Rivers and twenty-six associates present a logical explanation of why known chemo-therapeutic 
agents and antibiotics will yield different results in different kinds of infectious diseases. The object of 
this work is to indicate the practical approach to therapeutic problems in the viral and rickettsial fields. 


Bacterial and Mycotic Infections of cates 


A companion volume, edited by René J. Dubos, Ph.D. and thirty-three associates, also provides a 
picture adequately clinical in its adaptation of research into general medicine. A timely book—it offers 
a balanced presentation of parasitism in its biological perspective, leading to the actual clinical picture 
and the activities of bacteria of diseases in the human as a host to the parasite. 


Lippincott Books 


J. B. Lippincott Company, East Washington Square, Philadelphia 5, Pa. 
Enter my order and send me: 


1 
R INFECTI M Ri 
Two important 77 Iilustrations, 6 Color Plates, ‘S44 Pages, $5.00” O Cash Enclosed 
Mycoric INFectionsor MaN—Dubos [Send C.O.D. 
99 Illustrations, 2 Color Plates, 750 Pages, $5.00 
contributions to | [[) Both volumes with handsome slipcover $10.00 O Charge my Ace. 
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Parasitologists regard Crystoips Anthel- 
mintic as the drug of choice for elimination 
of hookworm, roundworm and certain 
other intestinal parasites, because this su- 
perior vermifuge has demonstrated excep- 
tional effectiveness and safety. 

Crystoips Anthelmintic pills contain 
crystalline hexylresorcinol. When properly 
administered (i.e., swallowed whole), Crys- 
roips Anthelmintic pills are unusually free 
of toxicity. A single administration is effec- 
tive in 95% to 100% of cases of roundworm 
and 75% to 85% 


Moreover, these parasites are usually killed 


of cases of hookworm. 


outright, eliminating danger of migration. 


August 1948 


Crystoips Anthelmintic pills are indi- 
cated in treatment of infestation with hook- 
worm, roundworm, pinworm or seatworm, 
whipworm or threadworm, and dwarf tape- 


worm. Supplied in hard-coated pills of two 


strengths: 0.2 Gm. (1 vial of 5 pills) for 
adults and children 6 years and over; 0.1 
m. (1 vial of 6 pills) for infants and chil- 
dren up to6 years. Single-treatment dosage: 
for children over 6 years and adults respec- 
tively, three to five pills swallowed whole. 
Sharp & Dohme, Philadelphia 1, Pa. 
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For a lady 


in distress 


‘Dexedrine’ Sulfate 
relieves 

much of the distress 
of the menopause.. 
by reawakening the 
patient’s optimism 
and mental alertness 
... by restoring her feeling of energy and 
well-being ... by reviving her interest 

in life and living. 

Unlike d-desoxyephedrine, ‘Dexedrine’ 


produces a uniquely “smooth” anti-depressant 


effect. It can be depended upon to improve 
the mood and brighten the outlook without 
giving the patient the uncomfortable 

feeling of “drug stimulation”. 


Dexedrine Sulfate Tablets Elixir 


The anti-depressant of choice 


in the menopause 


Smith, Kline & French Laboratories, Philadelphia 


*T. M. Reg. U.S. Pat. Off. for dextro-amphetamine Sulfate, $.K.F. 
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Clinically proved... 


therefore preferred 


truly therapeutic dosages of all 
the individual vitamins known to 


be essential in human nutrition. 


THERAPEUTIC FORMULA 


VITAMIN CAPSULES 


the standard of comparison 00 
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Medicine 


wears Mercury's wings 


Contemporary Medicine moves 
forward at an astonishing pace... 


Within the span of one decade, 1937-1947, the annual number 
of deaths from acute respiratory diseases declined by 70%. In 
1947, the collective mortality rate for the communicable diseases 
of childhood was only one-sixth that of 1937. 


Contemporary Medicine is a story of progress 
achieved through cooperative effort . . . 
a story of enlightened teamwork on the 
part of the clinician, the research 
worker, and Pharmacy, as exemplified 

in the modern pharmaceutical laboratory. 


At Bristol Laboratories, we recognize the privilege 
of sharing in this cooperative effort. Success in 
discharging this trust is measured by the increasing 
thousands of physicians who specify Bristol. 


LABORATORIES INC. 
SYRACUSE, NEW YORK 


: 
‘ SS = 3 
\ \ = 

> 


OF CONSTIPATION 


SOUTHERN MEDICAL JOURNAL August 1948 


TO BREAK 
THE VICIOUS CIRCLE 


BRAND - REG. U.S. PAT. OFF. 
(deoxycholic acid combined with aloes) 


@ When poor hygiene and faulty bowel habits 
are retarding regular elimination, Cholmodin 
will aid in restoring normal bowel function by 
mild stimulation of the large intestine with a 
minimum of disturbance to the balance of the 


intestinal tract. 


For the inactive patient—the convalescent, the 
postoperative case, the elderly patient, the cardiac 


—Cholmodin supplies bowel assistance without 
discomfort. 


Each Cholmodin tablet contains deoxycholic acid 
(1}% gr.), a natural eliminant, and extract of 


aloes (?4 gr.), the gentle colon stimulant. 


Available in bottles of 50 and 500 tablets. 


AMES COMPANY, INC. Exvkuart, INDIANA 
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puerperal 
morbidity 
reduced 


Pelvicin s.. vaginal suppositories Schenley] 


In a recent controlled study ! of 1,573 obstetrical patients, the incidence 
of genital tract infections was reduced from 5.3 per cent to 2.3 per cent 
when penicillin vaginal suppositories were used. A decline of 56.6 per cent! 


ADDITIONAL ADVANTAGES: PELVICINS (penicillin vaginal 
suppositories Schenley) shorten the hospitalization period; reduce nursing 
care required; are completely painless and nonirritating. These advantages 
suggest the value of their routine use in obstetrical procedure. 


SIMPLICITY OF TECHNIQUE: Insert 2 PELVICINS (total, 200,000 
units of penicillin) into posterior fornix of vagina with a sponge forceps, 
immediately after delivery of the placenta. 

SUPPLIED: Boxes of 6 and 12 PELVICINS, 100,000 units each. 


1. Pierce, R. R.: Am. J. Obst. & Gynec. vol. 55 (Feb.) 1948. 
© Schenley Lab 


Schenley Laboratories, Ine. 


Executive Offices: 350 FIFTH AVENUE, New York 1, N. Y. 


PRICE REDUCTION: PELVICINS now cost your patients one-third less. 
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Significant Chnical Results 
Allergic Disorders 


Extensive clinical investigation has established that: 


% Neo-Antergan produces EFFECTIVE SYMP- 


% This remarkably efficient histamine an- 


TOMATIC RELIEF in a high percentage of tagonist possesses a WIDE MARGIN OF 


patients with certain allergic manifestations. 


SAFETY. 


% Patients who fail to respond satisfactorily to other therapeutic 
methods may receive effective symptomatic relief from Neo-Antergan. 


The majority of patients readily tolerate the 
average therapeutic dose of 50 mg., two to 
four times daily. In some cases, 25 mg., two 
to four times daily, will afford appreciable 
symptomatic relief with minimal side effects. 
Side reactions, when they occur, have been 
found to be generally mild and transient. 


INDICATIONS: 


HAY FEVER PRURITUS 


URTICARIA 
ALLERGIC DRUG REACTIONS 


Discontinuance of treatment has been nec- 
essary only in approximately 1)2 per cent 
of patients. 


Your local pharmacy stocks Neo-Anter- 
gan in 25-mg. and 50-mg. tablets, supplied 
in packages of 100 and 1,000. 


VASOMOTOR RHINITIS ¢ ATOPIC DERMATITIS 


~ and certain other allergic disorders. 


N‘-di- 
methyl-N-a-pyridylethy 
- 
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THE DIRECTORS OF 


TAKE PLEASURE IN ANNOUNCING THE ORGANIZATION OF 


LABORATORIES 
DIVISION NUTRITION RESEARCH LABORATORIES 


as the manufacturing and marketing organization, effective August 1, 1948, for 
the distribution of their ethical pharmaceuticals, including 


ERTRONG® steroiw comtex, WHITTIER + antiarthritic therapy 
IN FRO N® wiamin o, wuirtier + once-a-month rickets prophylaxis 
BE ZON® vitamin 8 COMPLEX WITH C for vitamin deficiencies 


PENDARVON® patarasie Protein suPPLeMENT + for nutritional deficiencies 


This development will enable the parent organization, Nutrition Research Laboratories, to 
devote its personnel and facilities more fully to research in the basic medical sciences. 


The name Whittier Laboratories honors Charles C. Whittier, one of our founders and inventor 
of the Whittier Process, long used in the production of Ertron and other products of Nutrition 
Research Laboratories. 


LABORATORIES 


DIiViStON NUTRITION RESEARCH LABORATORIES + CHICAGO 30 
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Report of the Committee on Therapy of 


THE AMERICAN ACADEMY OF ALLERGY 
on HYDRYLLIN 


The results of the study: 


60% to 100% 40% to 60% 0% to 40% 


EFFECTIVE 


( Regarded as 


EFFECTIVE EFFECTIVE 


” ( Regarded as"' Fair’’) (Regarded as Poor’') 


Hay Fever 790 CASES 304 (38%) 234 (30%) 252 (32%) 
Asthma 397 CASES’ 1119 (30%) 82 (21%) 196 (49%) 
Pollen Asthma 226 CASES 73 (32%) 55 (24%) 98 (44%) 
Vasomotor Rhinitis 130 CASES 20 (16%) 42 (32%) 68 (52%) 
Urticaria 24 CASES 4 (17%) 8 (33%) 12 (50%) 
Eczema 3 CASES 3 
TOTAL 1,570 CASES 
Side Reactions 
No Reactions 126 Cases (8%) 


HYDRYLLIN’ 


DIPHENHYDRAMINE (Searle) 25 mg. 


Each tablet contains: | AINOPHYLLIN (Searle). . . 100 mg. 


Hydryllin is also available in elixir form. Each 4 cc. (1 
teaspoonful) is equivalent to one-half tablet of the drug. 


Moderate Reactions . 


314 Cases (20%) 
Severe Reactions .....- 1,219 Cases (72%) 
Conclusion: From these figures it would seem that the preparation has a fair degree of effectiveness in 


hay fever. In the asthmatic cases, both those with asthma due to pollen and those having asthma from other 
sources, the figures of the effectiveness of the drug are more impressive than those of other antihistaminics. 


o. THE basis of the study made by the Committee 
on Therapy of The American Academy of Allergy, HYDRYLLIN 
is an effective and well tolerated antihistaminic for use in the 
treatment of allergic manifestations. 


SEARLE 


Research 
in the Service 
of Medicine 
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The yar t make him GOOD LOSER 


After the novelty of reducing wears off, the obese patient is 

all too apt to revert to his former eating habits. To stay on the 
prescribed diet until new habits are established, he may need the 
help of an appetite depressant such as Desoxyn Hydrochloride. 
Under medical supervision, DEsoxyn is safe and dependable for 
this purpose. Desoxyn further aids the therapeutic reducing 
program by increasing the sense of well-being and desire for 
activity. Small doses are adequate—a 2.5 mg. tablet an hour 
before breakfast and lunch, possibly another in mid-afternoon if 
it does not cause insomnia. Desoxyn is also useful in a number 
of conditions requiring cerebra! stimulation. Clinical studies 
show its effectiveness in smaller doses, its faster onset and more 
prolonged action with fewer side-effects in comparison with 
other sympathomimetic amines. New literature on Desoxyn is 
now available through your Abbott representative, or write to 
Aspott Laporatories, NortH Cuicaco, ILLINoIs. 


TABLETS: 
2.5 mg. ond 5 mg. 


ELIXIR: 
20 mg. per fluidounce 


AMPOULES: 
20 mg. per cc. 


Desonym 


(d-Desoxyephedrine Hydrochloride, Abbott) 
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For surface infections... 


NITROFURAZONE, 


Or 
ros 


Wap PFU, 


4 
ty Onty ey on on THE 


Ria, avanams TO 


Impetigo and eclhyma usually to topical Furacin 
therapy. Good results have been reported in 49 of 55 cases of impetigo!-?? and in several cases of impetigo 
about infected wounds. Ecthyma responded favorably in 19 of 24 cases.!:2 Cure of these pyodermas is often 


effected within eight days. Furacin N.N.R., brand of nitrofurazone, is available as Furacin Soluble Dressing 
and as Furacin Solution, both containing 0.2 per cent Furacin® These preparations are indicated for topical 
application in the prophylaxis or treatment of infections of wounds, second and third degree burns, cutaneous 


ulcers, pyodermas and skin grafts. Literature on request. EAT QM LABORATORIES, INC., NORWICH, W.Y. 


1. Downing, J. G., Hanson, M. C. and Lamb, M.: Use of 5-Nitro-2-Furaldehyde Semicarbazone in Dermatology, J.A.M.A. 


133 :299, 1947 
dermas, South. M. J. 40:409, 1947 
Therapy, New York State J. Med. 47:2316, 1947 
Nitrofuran. Indust. Med. 16:128, 1947. 


2. Robinson, H. M. and Robinson, H. M., Jr.: The Comparative Values of Some New Drugs in the Pyo- 
3. Miller, J., Rodriquez, J. and Domonkos, A.: Evaluation of Penicillin in Topical 
4. McCollough, N. C.: Treatment of Infected War Wounds with a 
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for the convalescent 


| 


prolonged illnesses as well as ae surgery. This is not surprising since even in 


otherwise healthy individuals a drop of only 10 or 15 percent in the hemoglobin 
level commonly produces definite asthenia and easy fatigability. Cytora is of 
particular value for convalescents because it provides important factors necessary 
for rebuilding blood plus other dietary essentials; each Cytora tablet suppkies liberal 
quantities of iron, folic acid, liver concentrate, vitamin C and five B-complex factors. 
The pharmaceutical skill exercised in compounding Cytora tablets assures optimal 
absorption of the active ingredients and minimizes gastric disturbances. Cytora also 
eliminates a senseless multiplication of medications for the convalescent who might 
otherwise require several individual medicinal agents to rebuild his blood and im- 


prove his nutrition. Cytora is available in bottles of 100, 250, and 1000 tablets. 


ROCHE-ORGANON INC., ROCHE PARK, NUTLEY 10, N. J. 


DAILY. DOSE (6 TABLETS) PROVIDES: 
' Ferrous Sulfate 600.0 mg 
Folic Acid 4.5 mg 
Liver Concentrate 900.0 
CYTORA |=: 
Vitamin B, 6.0 mg 


1,M—Cytora — Reg. U.S. Pat. OM. of 


eae 
PLUS nutritional support ah 
Slow regeneration of blogd is one of the most frequent—and often unappre- ae  - 
ciated—reasons for delayed and inadequate convalescence after both acufe ont, ss 
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GONAD STIMULATION 


IN THE MALE AND IN THE FEMALE 


The action of chorionic gonadotropin 
clinically parallels that of the luteinizing 
hormone of the pituitary gland. Chor- 
ionic Gonadotropin Armour available 
in lyophilized form is effective in both 
male and female where luteinizing 
hormone is indicated. Thus, it is of 
great value in the treatment of cryptor- 
chidism and has been used success- 
fully in the treatment of simple hypo- 


gonadism and hypogenitalism because 
of its true gonad stimulating effect. In 
the female it has been employed effec- 
tively in the treatment of functional 
uterine bleeding as well as in secon- 
dary amenorrhea, oligomenorrhea and 
hypo-ovarianism where a deficiency 
of luteinizing hormone exists. 
Detailed literature will be sent 
gladly to physicians on request. 


Have confidence in the preparation you prescribe — specify 


CHORIONIC GONADOTROPIN, ARMOUR 


poule of 5,000 |. U. of lyophilized 


chorionic gonadotropin and vial of sterile distilled water. 


Si botatovies 


CHICAGO 9, ILLINOIS 


Headquarters for medicinals of Animal Origin 
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Lilly in Switzerland 


or ALL of the admirable qualities of the Swiss 
people, unselfish, humanitarian service is char- 
acteristic. It was a Swiss, Jean Henri Dunant, 
who founded the Red Cross. The executive com- 
mittee, known as the International Red Cross 
Committee, is made up entirely of Swiss citi- 
zens. Similar organizations doing private relief 
work for unfortunates all over the world have 
their headquarters in Switzerland and are 
stanchly supported by the Swiss people. 
Although Lilly products had been sold in 
Switzerland for many years, it was not until 
1947 that the first Lilly representative was ap- 
pointed. Those engaged in medical research are 


A 15x12 reproduction of this Dale Nichols illustration 
is available upon request. 


now contacted regularly. It is hoped that Eli 
Lilly and Company will be accorded the privi- 
lege of co-operating in the development of dis- 
coveries certain to come from the laboratories 
of Swiss scientists. To make available to all the 
findings of the world’s best medical talent is the 
goal of Eli Lilly and Company. 
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fective Therapy For the Relat 


if Menopausal Symptoms 


RELATiveLy small doses of Diethylstilbestrol, Lilly, whether 


given parenterally or orally, can produce the desired result 
in the control of menopausal symptoms. Excessively large 


doses of either natural or synthetic estrogenic preparations 
may cause nausea. A cautious approach in establishing a 
maintenance dose will prevent untoward reactions. Cyclic 
administration of Diethylstilbestrol, Lilly, results in an effect 
which simulates the progression of estrogen levels occurring 
in normal ovarian cycles. 

The dosage forms of Diethylstilbestrol, Lilly, include tab- 
lets, ampoules, and vaginal suppositories. They are readily 
available at your local retail pharmacy. 


ELi LILLY AND COMPANY, INDIANAPOLIS 6, INDIANA, U. S$. A- 
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Children say: 


\_¥ “it tastes good /” 


Because it tastes so good, children 
actually like to take Eskadiazine. 
Important, too, this fluid sulfadiazine 
relieves tired parents and busy nurses 
of the chore of crushing tablets and 
coaxing a sick child to swallow 

an unappealing mixture. 

Still another advantage is rapid 
absorption. With Eskadiazine, desired 
serum levels are attained in two hours, 
rather than the six hours required 
for sulfadiazine in tablet form. 


Eskadiazine 


The outstandingly palatable fluid sulfadiazine 
Smith, Kline & French Laboratories, Philadelphia 
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Armor for the Allergic Patient 


Drug-induced Dermatitis 
Edema 


“Ys 


Di at rl n* Hydrochloride 


*WARNER’ 
A superior antihistaminic compound of 

| low toxicity with little or no by-effects. 
DIATRIN* hydrochloride ‘Warner’ provides 


DIATRIN* prompt and effective symptomatic relief in 
hydrochloride h f 
‘Warner’ is urticaria, angioneurotic edema, hay fever, 
available in drug-induced dermatitis, atopic eczema, pru- 
oral tablets, ritus, vasomotor allergic rhinitis, the manifes- 
50 mg. each— : 
bottles of 100 tations of which are believed to be due to the 
and 1,000. release of histamine in the body tissues. 

*Trade Mark 


William R. Warner & Co., Ine. 


NewYork St.Louis Los Angeles 


KO 
Qvesomotor Allergic Rhinitis 
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Aluminum PENICILLIN. 


Aluminum Penicillin Oral Tablets provide for maximum utili- 
zation of the dose administered. Low solubility of the aluminum 
salt renders it much less liable to inactivation in the stomach. De- 
struction in the intestinal tract is inhibited by the addition of sodium 
benzoate. 

Aluminum Penicillin in Oil for. intramuscular injection is a 
bland suspension of the new relatively insoluble aluminum salt of 
penicillin in peanut oil alone. Fluid at body temperature, it has the 
outstanding advantages of not causing pain or sterile abscesses. 
Slow absorption is accomplished by the slight solubility of the drug 
itself. 

Aluminum Penicillin Oral Tablets. 12 tablets, 50,000 units each. 

Aluminum Penicillin in Oil. 1 cc. size ampules, 300,000 units per 
cubic centimeter. 


* Patent applied for. 


HYNSON, WESTCOTT & DUNNING,INC. @ 
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in modern diuretic therapy 


Timely injections of MERCUHYDRIN combat the rising tides of 
c= edematous fluid and check recurrences by mobilizing water-binding 


= * sodium’ and stimulating its urinary excretion. 


 MERCUHYDRIN facilitates the recommended frequent-dosage 
ay schedules’ of modern diuretic therapy. Convenience, high local 
* tolerance* “* and increased safety of the intramuscular route’ foster 
the maintenance of a relatively constant level of body fluid by repeated 


ooo injections,’ thus sparing patients the distressing consequences of 
intermittent massive diuresis. 
o® Plea Prompt inauguration of MERCUHYDRIN diuresis in cardiac patients 
sap rs exhibiting nocturnal dyspnea, orthopnea, pulmonary rales, cardiac 
a ae asthma and insomnia relieves discomfort and prolongs life.* 


well loleraled locally a diuretic of chotce 


Administration prior to or concurrently with digitalization avoids 
driving the faltering heart against an accumulated fluid burden and 
prevents the overdigitalization which may occur when postponed 
diuretic therapy mobilizes previously administered cardioactive 
glycosides from edema fluid.’ 


DOSAGE: 1 cc. or 2 cc. intramuscularly or intravenously, given daily, or as 
| indicated, until a weight plateau is attained. Subsequently the interval 
between injections is prolonged to determine the maximum period permitted 
| to intervene between maintenance injections. 


PACKAGING: MERCUHYDRIN (meralluride sodium) is available in 1 cc. 
and 2 cc. ampuls. 


BIBLIOGRAPHY: 1. Reaser, P. B. and Burch, G. E.: Proc. Soc. Exper. Biol. & Med. 63:543, 1946, 

2. Conferences on Therapy, New York State J. Med. 43:2306, 1913. 3. Finkelstein, M. B. and Smyth, 

C. J.: J. Michigan State Med. Soc. 45:1618, 1946. 4. Modell, W., Gold, H., Clarke, D. A.: 

J. Pharm. & Exper. Therap. 84:284, 1945. 5. Jezer, A. and Gross, H.: Med. Clin. North America, 

Sept. 1947, p. 1301. 6. Wexler, J. and Ellis, L. B.: Am. Heart J. 27:86, 1944. 7. Conferences on 
Therapy. New York State J. Med. 44:280, 1914; 46:62, 1916. 8. Donovan, M. A.: New York State J. Med. 
45:1756 (Aug. 15) 1945. 9. Levine, S. A.: Clinical Heart Disease, 2nd ed., Philadelphia, 

W. B. Saunders, 1942, p. 334. 
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SULAMYD FOCUSES ON THE 


colon bacillus 


eattiibeness eause of urinary tract infections .. « 


SULAMYD* searches out and attacks B. coli 
so rapidly that “results that foilow its use are 
uncanny. Occasionally the urine is sterile at 
the end of one day’s treatment.”* 


RECOVERY or improvement in 98% of 200 
cases of acute and chronic infections of the 
urinary tract was noted by Welebir and Barnes,’ 
typical of the brilliant results achieved with 
Sutamyp. For prophylaxis, too, 


SULAMYD 


(Sulfacetimide-Schering) 

is the chemotherapeutic agent of choice. In a 
group of 4,000 women treated prophylactically 
with various sulfonamides after pelvic 

surgery, SULAMYD proved the most effective, 
reducing urinary complications to less than 1%.* 


HIGH DEGREE OF SAFETY is coupled 
with this remarkable antibacterial action. 
Highly soluble either in alkaline or acid urine 
and rapidly eliminated by the kidneys in high 
concentration, SuLAMyD has an extremely 
low toxicity, far less than that of other 
sulfonamides.* Concrement formation has never 
been reported with SuLamyp. 


SULAMYD (Sulfacetimide-Schering) Tablets 
of 0.5 Gm. in bottles of 100 and 1000. Bottles 
of 5.0 Gm. powder for laboratory determi- 
nations of urine and blood concentrations. 


BIBLIOGRAPHY: (1) Wesson, M. B.: West. J. Surg. 
49 662, 1941. (2) Welebir, F., and Barnes, R. W.: J.A.M.A. 
117 :2132, 1941. (3) Younge, P. A.: Urol. & Cutan. Rev. 
49 :422, 1945. (4) Kearns, W. M., in discussion on Herrold. 
R. D.: Wisconsin M. J. 41 :467, 1942. 


CORPORATION * BLOOMFIELD, NEW JERSEY 
IN CANADA, SCHERING CORPORATION LIMITED, MONTREAL 
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(Para-aminobenzoic Acid) 


For the Treatment of Rickettsial 
Diseases, Tick and Typhus Fever 


There are a number of reports which tend to prove 
the value of Sodium PABA in the treatment of 
Rocky Mountain Spotted Fever, flea-borne typhus, 
louse-borne typhus and scrub typhus. The 

cust y treat t for tick fever has always been 
supportive and palliative. Such therapy has 

much to offer and should be used conscientiously; 
however, in light of the clinical results, Sodium PABA 
may be effectively employed in the treatment 

of this often severe and sometimes fatal disease.* 


a 

Send to Professional 
Department for complete ©: 
literature. 


Dosage and duration of treatment 
should not exceed the limits 
found to produce no deleterious 
effects in man. The effects of 
dosages over 30 grams per day and 
for longer than one week have not 
been studied to determine their safety. 


INTERNATIONAL VITAMIN DIVISION 
IVES-CAMERON COMPANY, INC. 

22 EAST 40th STREET NEW YORK 16, N. Y. 


Please send me professional literature of 
Sodium PABA. 
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The itching produced by contact with oleoresins of wild 


plants such as poison ivy, oak and sumac, as well as the 


pruritus of other dermatoses, will frequently be relieved by... 


PYRIBENZAMINE 


PyrIBENZAMINE OINTMENT 2 per cent (petrolatum base). Jars of 
50 Gm. and 1 pound. 


PyrRiBENZAMINE CREAM 2 per cent (water-washable base). Jars of 
50 Gm. and 1 pound. 


@ CIBA PHARMACEUTICAL PRODUCTS, INC., SUMMIT, NEW JERSEY 


Ciba 


PYRIBENZAMINE (brand of tripelennamine)—Trade Mark Reg. U.S. Pat. Off. 


n-derm 


titis venenata 


ointment 
or cream 


2/1374M 
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is differ ent 


Edrisal is a significant advance over ordinary 
analgesics—it is the only analgesic containing 
Benzedrine* Sulfate, the rational anti-depressant. 
Thus Edrisal, besides relieving pain promptly, 
also brightens your pain-depressed patient’s mood. 
No wonder so many physicians find Edrisal 
highly effective in a wide range 
of conditions characterized by pain, 

and by the depression that 
almost always accompanies pain. 

Each Edrisal tablet contains acetylsalicylic acid (2.5 gr.), 
phenacetin (2.5 gr.), and “Benzedrine’ Sulfate (2.5 mg.). 
For samples and full information, write us at 
437 Arch St., Philadelphia 5, Pa. 


*T.M. Reg. U.S. Pat. Off. for 


— 
racemic amphetamine sulfate, S.K.F. ae 
: Smith, Kline & French Laboratories, f S q a 


Philadelphia 


its dual action relieves pain, lifts mood 
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For effective in yaginitis> fve properties are 
consiaered by pickets as portant: possesse all 
five: 
prolonged pecause of the adherent quality 
of its pects clings *° ihe vagina mnucos® for 12 16 hours 
gitet ansertio® 
pacrericidal and fungicidal yet relatively low roxicity 1 
qissue- 

4 Acidifyiné (pl 3-1 3.2) corrects the 
jowered acidity of the vagina in and {avors growth of 
the 
A. Carbohydrate replaces the of the 
vaginal epitheliu™ hich 1 in vaginitis: 
5. Stimulation of promote: restoration of 
OD 4 1:24.00 sispersion pheny! in pectin 3 
Merpeci6™ is issued plain tubes (3% or without 
applicat” Dosage is one applicator i daily for three weeks 
NG and thereafter during mensit n for several periods: 
NAY 
; 4 
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ais the Authorized Camp Service sign appears, you 
can depend upon the dealer as the “Headquarters” for Camp 
Anatomical Supports in that community. Whether it be a special 
Camp Department in one of the large metropolitan department 
stores, or whether it be a small neighborhood store, specialty shop 
or surgical supply dealer anywhere in the world — you can send 
your patients there with complete confidence in two things: (1) 
Your prescriptions will be carefully executed by expert fitters trained 
by the Camp organization to fill such prescriptions; and (2) there 
will always be (with rare exceptions) adequate stock on hand to 
fill your order immediately. 


Merchants find it is good business to be thus equipped to render 
this service to their customers — quickly, intelligently and accurately 
—as you, the doctor, demand it. And doctors find it often saves 
their patients days and weeks of unneces- 
sary pain and discomfort to send them 
directly to “Headquarters” for their anatom- 
ical support. Camp Supports, of course, are 
sold and fitted only through reputable stores 
—they are never sold by door-to-door 
canvassers. 


S. H. CAMP AND COMPANY 
JACKSON, MICHIGAN 


World’s Largest Manufacturers of Scientific Supports 


Offices in New York «¢ Chicago « Windsor, Ontario « London, England 


Scientific Supports 
| 
C | 
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“Amazing discrepancies ... usually exist between the food the patient 


eats and that which the surgeon [or physician] thinks the patient eats.” 


Among medical and surgical patients, it is particularly important to 
eliminate any discrepancy between vitamin needs and vitamin intake 
by reinforcing a good diet with multivitamins in therapeutic potencies. 
“A good capsule of this type is Upjohn’s Zymacaps.”* 


1. Canada M. A. J. 54:283 (Mar.) 1946. 
2. J. South Carolina M. A. 44:17 (Jan.) 1948. 


Each Zymacap* provides: 


12,500 U.S. P. units 
J!) 1,000 U. S. P. units 
.Thiamine Hydrochloride 5 mg. 
Pyridoxine Hydrochloride -__..-.-_........... 2 mg. 9 
Calcium Pantothenate 10 mg. 
Ascorbic Acid ..................- 100 mg. 

Available in bottles of 24, 100, and 250. ‘., 


*Trademark, Reg. U. S. Pat. Off: 


Up] ohn fine pharmaceuticals since 1886 


KALAMAZOO 99 MICHIGAN 


ymacaps 


: 
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PURE VITAMINS 


Products of Merck Research 


Distillation Procedure in Vitamin Production 


Thiamine Hydrochloride U.S. P. 
(Vitamin B; Hydrochloride) 
Riboflavin U.S.P. 
(Vitamin Bg) 

Niacin 
(Nicotinic Acid U.S.P.) 
Niacinamide 
(Nicotinamide U.S.P.) 
Pyridoxine Hydrochloride 
(Vitamin Bg Hydrochloride) 
Calcium Pantothenate 
Dextrorotatory 
Ascorbic Acid U.S. P. 
(Vitamin C) 

Vitamin K1 
Menadione U.S. P. 
(2-Methyl-1,4-Naphthoquinone) 
(Vitamin K Active) 


Alpha Tocopherol 
(Vitamin E) 


Alpha Tocopherol Acetate 
Biotin 


Merck research has been directly responsible 
for many important contributions to the syn- 
thesis, development, and large-scale produc- 
tion of individual vitamin factors in pure form. 


In a number of instances, the pure vitamins 
may be considered to be products of Merck 
research. Several were originally synthesized 
in The Merck Research Laboratories, and 
others have been synthesized by Merck chem- 


ists and collaborators in associated laboratories. 


Merck experience in the production of 
vitamins extends from the time of the original 
synthesis of the first pure vitamin, down 
through the recent isolation of Vitamin Bj: in 
The Merck Research Laboratories. 


Because most of the known vitamins have 
now been made available in pure form, effec- 
tive therapy of specific vitamin deficiencies can 
be conducted on a rational and controlled 
basis, under the direction of the physician. 


MERCK & CO., Inc. 


Manufacturing Chemish 


MERCK VITAMINS 


RAHWAY, NEW JERSEY 
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CONCENTRATED 
OLEO VITAMIN 


_A-D DROPS 


The hallmark of Walker manu- nvr: 
facture is its 

emphasis on quality. Rigid con- ame 

trols at every stage of produc- — 


tion, from raw materials to the 
finished products, insure their 
dependability. Physicians know 
that Walker vitamin products can NIACINAMIDE 
be prescribed with confidence. 


Dose 1 daily or 
as prescribed 
by physician 


50 MG. 


VITAMIN PRODUCTS, INC. 
MOUNT VERNON, NEW YORK 


ODUCTS. INC 
To be used only 


100 TABLETS 


NIACIN 


NICOTINIC ACID 


SOLUTION 
RIBOFLAVI 


for in the weorment of 
Dose 1 daily or 


ene 
as prescribed 
Dy pryscar 


For use in the wearment of 


PRODUCTS INC 


100 TABLETS 


NIACIN 


(NICOTINIC ACID) 


15 


WALKER'S 


100 TASLETS | 


100 TABLETS 


THIAMINE 
HYDROCHLORIDE 


VITAMIN 


50 MG. 


WALKER VITAMIN PRODUCTS STABIUZEO AQUEOUS SOWTON 
Per CC 


To be used only 
THIAMINE HYDROCHLORIDE 


Dy oF on prescrip 
hon of prysician 


To be sed WALKER VITAMIN PRODUCTS INC 


CROPPER SUPPLIED DELIVERS APPROX WALKER VITAMIN PRODUCTS | 
13 OROPS PER CC 


Foy me treatment of 


WALKER 
VITAMIN PRODUCTS. iwc WALKER VITAMIN PRODU 
Mov ° 


jount Vernon New York 


- 
= 
viTAMIN 
Dose 1 davly of = 
HEXAVITAMIN 
(U.S.P.) 
ven 
Vieumin A 2500 USP vi TAMIN PRODUCTS NC ea 
200 USP. Unin 
| 
] 
by. oF on prescrip 
f 
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= 
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for children. . . 


Its fluid form 

ESKAPHEN B ELIXIR \\ 


to take. 


Its good taste makes \ 
it pleasant to take. 


| 
ow mie 


Its calming action 
is supplemented by 
the tone-restoring effect 


of thiamine. 


And this is important, too: Parents who ‘‘know all about 
phenobarbital” —and might be upset at the idea of giving it 
to their children—won’t know you are prescribing 
phenobarbital when you write EskaAPHEN B E.ixir. 


Smith, Kline & French Laboratories, Philadelphia 


Each teaspoonful 

(5 cc.) contains: 

phenobarbital '/, gr. 
and 


thiamine 5 mg. 


es 


The delightfully palatable . 
combination of i 


phenobarbital and thiamine 


A 


48 . 31 
why this is the ideal phenobarbital preparation 
| 
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eamed fer ef fé ct 


in psoriasis 


SAS-PAR Tablets for their 
systemic benefits and 
ULTROINE Ointment to control 
the disfiguring scaly lesions 


constitute effective dual therapy 
that is decidely encouraging to 
the despairing psoriatic. 


Active ingredicat: the-valusble 
saponin, sarsaponin, which has properties of coal tar, 

a chemical affinity for choles- 
terol by which it neutralizes Non-irritating 
excess blood lipoids (frequently and mucous te 


Readily absorbed | 
q Pleasant-tasting Clean-sm 
Well-tolerated gastrically 
Local 


: to 6 tablets daily more if after removal of scales by 
) for a S-month period soap-and-water scrubbing. 


af: 
| 
| 
supply of S48-PAR and ULTROINE Ointment, to i 
Bischof 
literature, gladly sent on request of physicians: 
ERNST BISCHOFF COMPANY. INC IVORYTON, CONN, 
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Meidern Similac is a complete, laboratory modification of cow’s milk 
providing fat, protein, carbohydrate, and minerals in breast 
milk proportions—and in forms chemically and metabol- 


ically resembling those food substances as found in breast 
milk. 


Sinfile Feedings are prepared simply by adding the Similac powder 


to water in proportions prescribed. 


Safe Simple preparation minimizes chances of error on the part 
of the mother. 


Clhical Not advertised to the laity. No directions on or in the trade 
package. 


A powdered, modified milk product especially prepared for infant feeding, made from 
tuberculin tested cow's milk (casein modified) from which part of the butter fat has been re- 
moved and to which has been added lactose, cocoanut oil, cocoa butter, corn oil, and olive 
oil. Each quart of normal dilution Similac contains approximately 400 U.S.P. units of Vitamin 
D, and 2500 U.S.P. units of Vitamin A as a result of the addition of fish liver oi! concentrate. 


M & R DIETETIC LABORATORIES, INC. @ COLUMBUS 16, OHIO 
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A soluble concentrated solution of 
organic iron with aqueous liver 
concentrate and vitamin B com- 
plex factors ... may be adminis- 
tered undiluted ...or may be 
quickly dissolved in water, infant 
formulas, milk, juices, soups and 
other liquid or semi-liquid foods 
without appreciably altering taste 
of the foods. 


liver - iron b complex 
in easy-to-administer, Each ce. (approx. 25 drops 
palatable drep form from dropper) provides: 

... excellent in pediatrics Liver fraction P 
from 5 Gm. liver 
Yeast cone. 0.5 Gm. 
Iron 

(as iron peptonate) 20 mg. 
Thiamine (B,) ........ 3 mg. 
Riboflavin (B,)......... 1 mg. 
| Niacinamide 10 mg. 


Pyridoxine (B,) ..... 1 mg. 


d-Calcium Panto- 
thenate 2 Mg. 


- in a vanilla flavored and 
| sweetened base. 


u. S. vitamin corporation 
casimir funk laboratories, inc. (affiliate) 


new york, n. y. 


| 
; 
‘ 
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SPECIFICALLY 


CARTOSE is produced under scientific controls for one specific 
purpose — the feeding of infants. 


The rate of absorption of the carbohydrates in Cartose is spaced 
so that gastrointestinal distress attributable to carbohydrate 
fermentation is not likely to occur. 


Widespread clinical experience has established Cartose as a 
valuable modifier, suitable for use with milk in any form. 


Available through all pharmacies in 16-0z. clear glass bottles. 


So Write for literature and samples. 


MIXED CARBOHYDRATES 


| 
— 
— 
= 
3 
4 
Mews 
INC. 
New 13,,N. Y. Winosor, Ont. 
‘STEARES 
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AUTOLEX 
A Dried Whole Enzyme Digested Brewers Yeast 


The Vitamin Food Company supplied the Autolyzed 
Brewers Yeast Extract used in demonstrating the 
extrinsic factor—anemias; and for the first alcoholic 
polyneuritis medical research. 


Some eighty million daily minimum amounts of the 
Company’s Dried Brewers Yeast used as a distinct 
relief in pellagra have been widely distributed through- 
out the South, with all use under physicians. 


This genuine brewers yeast, whole grain mash 
grown, is now presented in an Enzyme Digested Dried 
Whole Form under the name AUTOLEX. Its B vita- 
mins, extrinsic factor, lactation and growth promoting 
factors and amino compounds are in a more readily 
available, more quickly effective form. Clinical use 
to date shows it markedly aids in increasing the hemo- 
globin percentage, the amount of lactation, potently 
supplies vitamin B’s independent growth factor. It 
does aid strength recovery in the patient. This has 
been very noticeable. 


It is palatable administered simply in water or milk, 
or added to orange juice, cereals, soups, meats and 
vegetables; and tasty with butter on bread or toast. 
All observations are that it is easily borne. 


Autolex (not reinforced) assays: Thiamin .15, 
Riboflavin .058, Niacin .5, and Pantothenic Acid .14, 
Pyridoxine (Bs) .033 milligrams per gram; 3% in the 
standard vitamin B free diet gives normal growth, and 
5% gives normal reproduction and litter rearing. 


Amino compounds: Methionine 2.34, Arginine 7.9, 
Histidine 3.4, Lysine 7.4, Tryptophane 1.6, Phenyl- 
alanine 3.6, Threonine 5., Valine 6.4, Isoleucine 6., 
Leucine 7.8. 


Samples to physicians and hospitals 


VITAMIN FOOD COMPANY, INC. 
Vitamin Research Laboratories, Inc. 


187 Sylvan Avenue Newark 4, N. J. 
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A practical and singularly effective 
alumina gel has been developed for 
its demulcent properties—to soothe 
and protect intestinal mucosa in- 
flamed during diarrhea. 

Other active ingredients are pectin 
and colloidal kaolin. Since the alu- 
mina gel is non-absorbable, it holds 
the kaolin and pectin in suspension— 
thereby increasing their effectiveness. 

This unique product, Kaomagma 
with Pectin, quickly controls diar- 
rhea — consolidates liquid stools, 
checks fluid loss, adsorbs bacteria 
and their toxins, and restores the 
patient’s comfort. 

It is free-flowing and has an en- 
tirely new taste especially acceptable 
to children. 


® PHILADELPHIA 3, PA, 


Mage 


TWELVE FLUNOOUNCES PRG, 1C208 


KAOMAGMA™ 
WITH PECTIN 


KAOLIN IN ALUMINA GEL WITH PECTIN 


= 


Each thudounce coatams kaolin, 45 grams 
(2.92 Gm.) and pectin, 4 grains | 0.26 Gm. 
im a special alumina gel. 

ADSORBENT, DEMULCENT ALUMINA GEL 

WITH KAQLIN AND PECTIN 
FOR THE CONTROL OF DIARRHEA 

DIRECTIONS: Initial dese, two tablespeontuls 
im about one-quarter glass of water. After 


WARNING: Diarrhea may be serious. Do net 
use this preparation for the control of diarrhea 
for more than two days without consuibag 
your physician, 

SWAKE WELL 

KEEP TIGHTLY CLOSED 


U.S. PAT. NO. 1.949.266 
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Scientific Screen Production 
INSURES RADIOGRAPHS OF HIGH 
DIAGNOSTIC VALUE 


Toinsure radiographs of the quality that readily 
facilitates diagnosis, every “‘Patterson’”’ Screen is 
scientifically manufactured to meet your exact- 
ing specifications for quality and uniformity. 

The procedure is intricate. From start to finish 
every operation is laboratory-controlled. Tests 
and inspections are frequent. Even pre-tested 
luminescent chemicals are again tested to in- 
sure their purity. 

In addition, “Patterson” Screens receive a 
final inspection for uniformity of speed . . . for 
ability to render detail and contrast .. . and for 
mechanical perfection. Every screen must be 
free from dirt, blemishes, marks of any kind, or 
extraneous matter which might hamper the di- 


agnosis. This is true of every “Patterson” Screen 
ever made. 

For more than 30 years, radiologists every- 
where have recognized ‘“‘Patterson”’ as the world 
standard of screen quality. Today, radiologists 
make it a practice to examine their equipment 
regularly. Ifscre d, wornor stained, 
or if cassettes fail to give perfect contact, 
they should be promptly replaced. Specify 


“Patterson” Screens when ordering from your 
dealer. He has a complete stock. 


E. L. du Pont de Nemours & Co. (Inc.) 


wwe “Patterson” Screens 


The Standard of Screen Quality 


August 1948 


= 
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4 
When testing is complet- 
ed, each screen is stamped 
ond registered. 
Towanda, Pa. 
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Development of special laboratory methods by 
Sharp & Dohme’s Medical Research Division has 
produced a new, solubilized form of tyrothricin 
ready for immediate use ... sterile at time of 
initial application ... clear in appearance... 
stable at room temperature for more than one year 

. flocculation and precipitation proof ... ideal 
for prescription compounding. 

Sotuturicin Solution contains 0.5 mg. of solu- 
bilized tyrothricin per cc. (0.05%). It is approxi- 
mately isotonic with blood serum, and has a surface 
tension of about 40 dynes per ce. 
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‘reody for instant use! 


Soiuturicin Solution is for topical use only, and 
is administered by irrigation, wet dressing, drops, 
spray, or by instillation into body cavities not 
connected with the blood stream. 

Sotuturicin Solution is indicated in treatment 
of external ulcers, abscesses of the skin and soft 
tissues, chronic purulent otitis media, mastoiditis, 
acute sinusitis, osteomyelitis, empyema, and many 
types of wound and ophthalmic infections. 

Supplied in 240-cc. bottles, 0.5 mg. of solubilized 
tyrothricin per cc. (0.05%). Sharp & Dohme, 
Philadelphia 1, Pa. 
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two antihistaminics effective in aflergi 
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PYRIBENZAMINE 
ANTISTINE 


.. a trial of both drugs 
increased the total percentage 
obtaining symptomatic relief to 
90.2 per cent.” 


Both Pyribenzamine and Antistine are effective antihistaminics and 


both are relatively free of side reactions. 


A trial of these two drugs, determining which is most effective for the 
individual patient, will produce a far higher percentage of cases 


relieved than is possible with any single antihistaminic. 


Even in vasomotor rhinitis Cone of the more refractory conditions) this 
method has relieved 90.2 per cent of patients.’ This far surpasses 
any previously reported response to antihistaminic therapy. 


1. FRIEDLAENDER and FRIEDLAENDER: Ann. of Allergy, 6: 23, 1948. 


ISSUED: Pyrrpenzamine — Scored Tablets,* 50 mg. 
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Delayed Action Tablets,t 50 mg.; Elixir,* 5 mg. per cc. 


Ointmentt and Cream,t 2%. 
AntisT1InE t — Scored Tablets, 100 mg. 
Ophthalmic Solution, 0.5%. 


* Council-accepted 
t Not Council-accepted 


Ciba PHARMACEUTICAL PRODUCTS, INC., SUMMIT, N. J. 


PYRIBENZAMINE (brand of tripelennamine) Trade Mark Reg. U. S. Pat. Office 
ANTISTINE (brand of phenazoline) Trade Mark 
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Ambulant patients are promptly relieved of distressing urinary 
symptoms in a large percentage of cases through the simple 
procedure of administering Pyridium in a dosage of 2 tablets 
tid. 
Following oral administration, Pyridium produces a definite ashes t h Trou g h 


analgesic effect on the urogenital mucosa. This palliative 


action contributes to the prompt and effective relief that is so : 
gratifying to patients suffering from disturbing symptoms such 
as painful, urgent, and frequent urination, nocturia, and Urog enital 
tenesmus. 

Therapeutic doses of Pyridium may be administered through- A na l ge S I a 
out the course of treatment of uncomplicated cystitis, 
pyelonephritis, prostatitis, and urethritis, with virtually no 
danger of serious side reactions. 


Literature on Request 


AE 
4 
MERCK & CO., Inc. © RAHWAY, N. Prridiums ne wode-mart of 
Many acluring hemists  diamino-pyridine HCI. Mark” 
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for a Healthier, Happier Old Age... 


g 


pleasant-tasting 
. A SYNERGISTIC COMBINATION OF 
nutrient B COMPLEX, IRON AND AMINO ACIDS 


Geriatric care is frequently complicated by diminished reserves, poor appetites and 
inadequate diets. 


AMINO-CONCEMIN overcomes these deficiencies and augments the elderly patient’s 
lowered recuperative powers with a rationally balanced formula containing: 


] 8 COMPLEX—the established B vitamins in high potencies, plus the entire B com- 
plex from three natural sources. 


2 IRON—in a well-tolerated, readily available form to aid in counteracting the fre- 
quently associated hypochromic anemias; and 


3 AMINO ACIDS—supplemental amounts for extra nitrogen as well as a synergistic 

effect on hemoglobin formation and vitamin assimilation. 1.2 “‘The utilization of 
vitamins by the organism . . . seems to be defective unless adequate amounts of amino 
acids of the proper type are available.’’3 


rich winey flavor important 


“Taste” is an important therapeutic ingredient in geriatric therapy. The unique rich 
winey flavor of Amino-Concemin not only masks the unpleasant taste of liver, iron and 
amino acids, but encourages continued ingestion, as well. Blends with milk or fruit juice. 
Average dosage: 1 tablespoonful (15 cc.) three times a day, with or before mea's. 


TO SPEED CONVALESCENCE—AMINO-CONCEMIN 


1. Jacobson, M.: N. Y. State J. Med. 45:2079-2080 (1945). 
2. Ruskin, S. L.: Am. J. Dig. Dis. 13:110-122 (1946). 
3. J. A.M. A. 22:386 (1948). 


THE WM. S. MERRELL COMPANY © CINCINNATI, U.S. A. 
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A NEW DRUG OF CHOICE 


ARALEN diphosphate (SN-7618) — the new synthetic, 
colorless, antimalarial specific which has been thoroughly 
investigated under the auspices of the National Research 
Council—has been demonstrated to be a very efficient anti- 
malarial. It rapidly eradicates falciparum malaria and 
readily suppresses vivax malaria. 

Only four doses administered over a three day period are 
required for the treatment of an acute attack: 4 tablets 
initially, 2 tablets after six to eight hours, and 2 tablets on 
each of two consecutive days. Aralen diphosphate is well 
tolerated. Being colorless it cannot cause skin pigmentation. 


Tablets of 0.25 Gm., tubes of 10 and bottles of 100 and 
1000 tablets. 


Write for Informative Booklet 


New York 13, N. Y. WINDSOR, ONT. 


en diphosphate 


U. S. Pat. Off. & Canada Brand of 


Mi: 
COUNT 
Inc. 
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The 
Cincinnati Sanitarium 
Inc. 1873 
For Mental and Nervous Diseases 

A strictly modern hospital fully 
ogtlngnt for the scientific treatment 
nervous and mental affections. 
Situation retired and accessible. For 
details write for descriptive pamphlet. 
Emerson A. North, M.D. 
Charles Kiely, M.D. 


Visiting Consultants 


ELLIOTT OTTE, Business Manager 
Box No. 4, College Hill D. A. Johnaon, M.D. 
CINCINNATI, OHIO Medical Director 


‘*REST COTTAGE”’ College Hill, Cincinnati, Ohio 


For purely nerv- 
ous cases, nutri- 
tional errors and 
convalescents. 


Completely 
equipped for 
hydrotherapy, mas- 
sages, etc. 


Cuisine to meet 
individual needs. 


Emerson’A. North, 
M.D. 


Kiely, 
M.D 


Visiting 


D. A. Johnston, 


M.D., Medical 
Director 

Elliott Orte, 
Bus. Mgr., Box 


1-4 
Hill, Cincinnati, 


Ohio. 
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One of America’s Fine Institutions . . . 


Dedicated to the Scientific Treatment of Nervous and Mental Disorders . . . 
...Ina Setting of Inviting Friendliness and Simple Grace . . . Elevation 1,200 Feet 
Newdigate M. Owensby, M.D., Psychiatrist-in-Chief 
Aulanta Office, 384 Peachtree Street Reservation Necessary 


Dr. Willis T. McCurdy, Attending Physici 
Dr. J. Ruf BROOK HAVEN MANOR SANITARIUM 


Rufus Evans, Attending Physician 


Elizabeth Hancock, Psycho-Therapist STONE MOUNTAIN, GA. 


85 Consulting Physicians and Surgeons 
We do not treat acute alcoholic intoxication or narcotic addiction 


THE WALLACE SANITARIOUM 
Memphis, Tennessee 


For the Diagnosis and Treatment of Nervous and Mental Diseases, 


Drug Addiction and Alcoholism. 


>, 
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STUART CIRCLE HOSPITAL 


413-21 Stuart Circle 
RICHMOND 20, VIRGINIA 


Medicine: Surgery: 

ALEXANDER G. BROWN. JR., M.D. CHARLES R. ROBINS, M.D 

MANFRED CALL, III, M.D STUART N. MICHAUX, M.D. 

M. MORRIS PINCKNEY, M.D. A. STEPHENS GRAHAM, M.D. 

ALEXANDER G. BROWN, III, M.D. CHARLES R. ROBINS, JR., M.D. 

JOHN D. CALL, MLD. CARRINGTON WILLIAMS, MD. 
end RICHARD A. MICHAUX, 

WM. DURWOOD SUGGS, M.D. 

SPOTSWOOD ROBINS, M.D. 

Orthopedics MARSHALL P. GORDON, JR., M.D. 

BEVERLEY B. CLARY, M.D. . 

Pediatrics: Oral Surgery: 
Roentgenology and Radiology: 
Ophthalmology, Otolaryngology: FRED M. HODGES, M.D. 

W. L. MASON, M.D. L. O. SNEAD, KORN, ye, MD. 
Pathology: HUNTER” B. ERIS H 
Bacteriology: Physiotherapy: 

FORREST SPINDLE MOZELLE SILAS, R.N., R.P.T.T. 


Director: 
MABEL E. MONTGOMERY, R.N., M.A. 


ACUFF CLINIC 


| 514 West Church Ave. 
KNOXVILLE, TENNESSEE 


ANNOUNCES THE OPENING OF OFFICES 
AT THE ABOVE ADDRESS 


DIAGNOSIS, MEDICINE, SURGERY, ALLIED SPECIALTIES 
The Clinic is equipped with 100 mgm of Radium element and the latest type one 


quarter million volt constant potential X-Ray therapy equipment for the treatment 


of all forms of malignant diseases. 


— 
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Saint Albans Sanatorium 
RADFORD, VIRGINIA 


A modern, ethical institution, fully equipped for the diagnosis, care and treatment of 
nervous and mental diseases and selected addiction cases. 2,000 feet elevation. Rates 
reasonable. Occupational and Hydrotherapy Departments. 


J. P. King, M.D. J. K. Morrow, M.D. D.D.Chiles,M.D.  T.E. Painter, M.D. 


THE CARROL TURNER SANATORIUM 


MEMPHIS, TENNESSEE, Route 6, Box 288 


For the Diagnosis and Treatment of Mental and Nervous Disorders 


Located on the Raleigh-La Grange Road, five miles east of the city limits. Accessible to U.S. 70 (the Bristol High- 
way). 53% acres of wooded land and rolling fields. Equipment new and modern, including the lesese equigmens for 
electro-shock, physical and hydrotherapy. Special emphasis is laid upon occupational and py under 
the supervision of a trained th i An q P 1 gives individual attention to each patient. 
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St. Elizabeth’s Hospital 


Richmond 20, Virginia 


STAFF 
Guy W. Horsley, M.D., General Surgery and Gyne- 


cology 

Leroy Smith, M.D., Plastic and General Surgery 
‘coleman Booker, General Surgery and 
Gynecology 

Austin I. Dodson, M.D., Urology 

Charles M. Nelson, M.D., Urology 

Douglas G. Chapman, M.D., Internal Medicine 

Elmer S. Robertson, M.D., Internal Medicine 

Fred M. Hodges, M.D., Roentgenology 

L. O. Snead, M.D., Roentgenology 

Hunter B. Frischkorn, Jr., M.D., Roentgenology 

Randal A. Boyer, M.D., 

Howell F. Shannon, D.D.S., Dental Surgery 

Helen Lorraine, Medical Illustration 


Visiting Staff 
W. K. Dix, M.D., Internal Medicine 
William H. Higgins, M.D.. Internal Medicine 
Harry J. Warthen, Jr., M.D., Surgery 
Administration 
N. E. PATE, Business Manager 


The operating rocms and all of the front bedrooms 
are completely air-c 


School of Nursing 


The School of Nursing is affiliated with The Johns 
Hopkins Hospital School of Nursing for a three- 
months’ course each in Pediatrics and Obstetrics. 


Address: Director of Nursing Education 


TUCKER HOSPITAL, INC. 


212 West Franklin St. (Corner of Madison) 
RICHMOND, VIRGINIA 


This is a private Hospital for the Neuro- 
logical Practice of Drs. Beverley R. Tucker, 
Howard R. Masters and James Asa Shield. 


The Tucker Hospital is for the treatment 
of nervous and endocrine diseases. There 
are departments of massage, medicinal exer- 
cises, hydrotherapy and physiotherapy. The 
Hospital is large and bright, surrounded 
by a lawn and shady walks, large verandas 
and has a roof garden. It is situated in 
the best part of Richmond and is thoroughly 
and modernly equipped. The nurses are 
specially trained in the care of nervous cases. 
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McGUIRE CLINIC 


Twenty-Fifth Anniversary 


ST. LUKE’S HOSPITAL 


General Medicine 
James H. Smith, M.D. 
Hunter H. McGuire, M.D. 
Margaret Nolting, M.D. 
John P. Lynch, M.D. 


W. T. Thompson, Jr., M.D. 


Wm. H. Harris, Jr., M.D. 


Orthopedic Surgery 
Wm. Tate Graham, M.D. 
James T. Tucker, M.D. 
Beverley B. Clary, M.D. 


Urology 
Austin I. Dodson, M.D. 
Chas. M. Nelson, M.D. 


1923-1948 


Sixty-Sixth Anniversary 
1882-1948 
Richmond, Va. 


General Surgery 
Stuart McGuire, M.D. 
Webster P. Barnes, M.D. 
John H. Reed, Jr., M.D. 
John Robert Massie, Jr., M.D. 


Otolaryngology 
Thos. E. Hughes, M.D. 


Dental Surgery 
John Bell Williams, D.D.S. 
Guy R. Harrison, D.D.S. 


Obstetrics 
H. C. Spalding, M.D. 
W. Hughes Evans, M.D. 
James M. Whitfield, M.D. 
William T. Moore, M.D. 
Joseph C. Parker, M.D. 


Ophthalmology 

Francis H. Lee, M.D. 
Bronchoscopy 

George A. Welchons, M.D. 


Roentgenology 
J. Lloyd Tabb, M.D. 


Pathology 
J. H. Scherer, M.D. 
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HILL CREST SANITARIUM 


FOR NERVOUS AND MENTAL DISEASES AND ADDICTIONS 
Insulin and Electro-Shock Therapy mont in Spout Cases. Gradual Reduction Method used 


of / 
Established in 1925 


Thoroughly modern in architecture and construction. Eight departments—affording proper classification of patients. 
All outside rooms, attractively furnished. Several bathrooms and rooms with private bath on each floor. Also a 
spacious sun parlor in each department. Located on the crest of Higdon Hill, 1050 feet above sea level, overlooking 
the city, and surrounded by an expanse of beautiful woodland. Ample provision made for diversion and helpful 


occup q night and day nursing service maintained. 
James A. Becton, M.D., Physician-in-charge James Keene Ward, M.D., Associate Physician 
P. O. Box 2896, Woodlawn Station, Birmingham 6, Ala. Phones 9-1151 and 9-1152 


ESTABLISHED IQII 
RICHMOND, VIRGINIA 


For the Treatment of NERVOUS and MENTAL DIS- 
ORDERS and Addictions to ALCOHOL and DRUGS 


STAFF: Jas. K. Hatt, Dept. for Men Paut V. Anpverson, Dept. for Women 


ASSOCIATES: Ernest H. Alderman, M.D., Rex Blankinship, M.D., John R. 
Saunders, M.D., Thos. F. Coates, Jr., M.D. 
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(H. W. & D. Brand of merbromin, dibrom-oxy 


Extensive use of the Surgical 
Solution of Mercurochrome has demon- 
strated its value in preoperative skin 
disinfection. Among the many advan- 
tages of this solution are: 

Solvents which permit the anti- 
septic to reach bacteria protected by 
fatty secretions or epithelial debris. 

Clear definition of treated areas. 
Rapid drying. 

Ease and economy of preparing 
stock solutions. 

Solutions keep indefinitely. 

The Surgical Solution may be 
prepared in the hospital or purchased 
ready to use. 

Mercurochrome is also supplied 
in Aqueous Solution, Powder 
and Tablets. 


HYNSON, WESTCOTT & DUNNING, INC. 
Baltimore 1, Maryland 
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CONTACT DERMATITIS* 


RESULTS OF 312 PATCH TESTS, WITH OBSERVATIONS 
ON TECHNIC 


By Oscar SWINEFORD, JR., M.D. 
and 
Preccy JEAN Raprorpb, M.T. 
Charlottesville, Virginia 


Contact dermatitis follows a reaction between 
the skin and environmental substances to which 
it is sensitive. Environmental allergens come into 
direct contact with the skin, as a rule. There is 
no limit to the number of substances to which 
the skin may become sensitive. For convenience 
they may be classified into: plants and pollens, 
epidermals, soap and cleansing agents, dusts, 
cosmetics, dyes, plastics, preservatives, clothing, 
anesthetics, metals, varnishes and _ lacquers, 
drugs and chemicals, industrial, occupational and 
miscellaneous materials. 


The etiological diagnosis of contact dermatitis 
may be very complex. It requires the skillful 
use of the history, location of the lesions, avoid- 
ance of environmental substances, and patch 
tests. The history and location of the lesions 
will suggest a likely cause in many cases. 
Avoidance will bring relief. Many acute attacks 
subside and do not recur. These do not need 
diagnostic studies. When dermatitis persists and 
the cause is obscure, patch tests may point to 
the offending allergen. 


The selection of materials for testing: is of 
great importance. 


No practical list of contact allergens can be 
expected to identify a satisfactory number of 


*Read in Section on Allergy, Southern Medical Association, 
Forty-First Annual Meeting, Baltimore, Maryland, November 24-26, 
1947. 


*From the Allergy and Arthritis Division, Department of 
Internal Medicine, University of Virginia Medical School, Char- 
lottesville, Virginia. 


offending substances in any large series of 
cases. In general, patch test materials should 
be chosen from environmental contacts, ma- 
terials of geographical importance, industrial 
contacts, materials to be used for. treatment, 
statistically important allergens, and those sug- 
gested by the history. 


This report lists and classifies the materials 
used and summarizes the positive patch tests in 
312 cases of dermatitis. The technic used in the 
University of Virginia Allergy Clinic is outlined 
because it differs somewhat from conventional 
methods. 


No attempt was made to analyze the clinical 
importance of any of these reactions. Many of 
them were of no etiological significance. Etio- 
logical relationships can be determined only by 
the clinical demonstration of relief from avoid- 
ance and recurrence from contact. Although 
positive reactions frequently represent causes 
of dermatitis in a given case, it cannot be em- 
phasized too strongly that this is not necessarily 
so. Positive reactions may result from non- 
specific irritation or from sensitizations which 
are not causes of the dermatitis. Such sensitiza- 
tion may be sub-clinical, pre-clinical, or post- 
clinical. Negative reactions may mean that (1) 
the wrong allergens were used or (2) the right 
allergens were used but were (a) too dilute or 
(b) were applied too far from the areas of local 
sensitization or (c) were applied during a re- 
fractory phase. 


Pathogenesis, clinical diagnosis, and treat- 
ment are not discussed. 


Table 1 lists the seventy materials used rou- 
tinely. They were selected arbitrarily. They are 
classified under the headings: epidermals, soaps 
and detergents, chemicals and drugs, topical 
drugs, and miscellaneous. The number of weak 
and strong reactions is listed for each substance. 
The number of negative reactions and the 
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number of cases tested with each individual 
substance is not listed. 


Table 2 lists and classifies the 176 reacting 
allergens brought by 312 patients for individual 
testing. 


Small portions, 0.5 cm. or less, of the sus- 
pected or routine materials are put on small 
squares of Scotch tape. These squares are ap- 
plied to the skin in parallel rows over the back, 
from the spine of the scapulae downward. Each 
row of squares is fastened to the skin with a strip 
of adhesive. Each column is similarly fastened. 
These steps are illustrated in Figs. 1 and 2. 


The patches are removed in forty-eight hours. 
Positive reactions are graded 1 to 4 plus. Simple 
erythema in the approximate shape of the 


ROUTINE EPIDERMALS 


Number Reactions 
Weak 


Test substance trong 
Cat 16 1 
16 it) 
es 14 2 
Feathers __.. 19 7 
Horse ; 16 4 
Rabbit - 18 2 
+ 
Totals ___. 127 20 


Table 1 


ROUTINE SOAPS AND DETERGENTS 


Number Reactions 


Test substance Weak Strong 
Basis 116 47 
Castile 117 39 
61 
Lifebuoy 127 90 
Lowila Cake 9 0 
Lowila Liquid 5 1 
Lux 140 63 
Octagon 139 66 
Palm Olive 101 . 87 
Yardley 122 71 
Totals 1,137 576 


Table 2 
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ROUTINE CHEMICALS AND DRUGS 


Number Reactions 


Test substance Weak Strong 
1 per cent D. D. T. 10 3 
3 per cent formalin 9 1 
1 per cent henna 8 0 
1 per cent naphthalene in alcohol... 10 0 
5 per cent nickel sulfate 13 10 
1 per cent nicotine salicylate = 17 2 
& 6 7 
2 per cent paraphenylenediamine in alcohol. 15 1 
2 per cent phenolphthalein —.- 5 1 
Potassium dichromate 26 6 
Pyrethrum 19 1 
1 per cent quinine hydrochloride —-____ 13 2 
Totals 151 34 


Table 3 


Fig. 1 
Upper half: Squares of Scotch tape with allergen next 
to skin. 
Lower half: Scotch tape stuck to skin by adhesive. 


Fig. 2 
Routine patch tests. Remove and read after forty-eight 


hours. 


ee 
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ROUTINE TOPICAL DRUGS 


Number Reactions 


Test substance Weak Strong 
‘‘Allercreme” 3 0 
Aluminum acetate 5 per cent 5 2 
Ammon. mercury 1 per cent. 10 6 
Aquaphor 16 3 
Boric acid ointment 8 0 
Butyn 2% per cent 7 8 
Liq. carbon deterg. 3 per cent... 18 4 
Cold cream 9 3 
Iodoform powder 1 1 
Lanolin 11 2 
HgCle 1:2000 8 1 
Mercurochrome 2 per cent 0 2 
Procaine 1 per cent 19 5 
Oil of Cade 4 per cent 19 7 
Olive oil ll 0 
Ped. eczema ung. 22 0 
Petrolatum 9 0 
Phenol 1 per cent 11 2 
Potassium iodide 25 per cent 

(in petrolatum) 25 6 
Resorcin 1 per cent 16 1 
Salve 32 47 16 
Sodium hyposulphite 20 per cent______. 20 0 
Sulfadiazine 2 per cent 12 1 
Sulfathiazole 2 per cent 13 3 
Talcum : 6 0 
Thymol 4 1 
Vanishing cream 15 2 
Witch hazel a 0 
Totals 365 80 

Table 4 


ROUTINE MISCELLANEOUS 


Number Reactions 


Test substance Weak Strong 
Flaxseed 19 4 
Feeds 15 3 
Grass 15 1 
House dust 32 0 
Orris root 24 4 
Ragweed -..... 9 3 
Starch I, laundry mixture — 26 1 
Starch II, laundry mixture ~~... 21 0 
Tobacco oil (cigarette and pipe) 5 
Tulip 15 6 
Totals 204 27 
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allergen is graded 1 plus. A 2 plus reaction con- 
sists of erythema with some thickening of the 
skin at the point of contact. Small vesicles, 
thickening and erythema somewhat larger than 
the point of contact are called 3 plus. Four plus 
reactions consist of marked erythema, thicken- 
ing, vesiculation, and extension beyond the 
contact. Allergens frequently react promptly 
and strongly. These should be removed as soon 
as they become irritating subjectively. 

Artificial sweat was not used. Substances 
known to be irritating were diluted with talcum 
or inert oil or water. Substances strongly sus- 
pected by history were re-applied near the lesions 
when they did not react on the back. Soaps were 
applied in the form of dried flecks of suds. 
Even then, many of the soap reactions proved 
to be non-specific. Few industrial allergens 
were used. Plant materials and pollens were 
extracted with ether. The ether was evaporated. 
The oily residue was applied directly to the 
skin. Dusts, feeds, flaxseed, orris root, and 
epidermals were similarly prepared. All of the 
materials should be dried before extracting with 


INDIVIDUAL SOAPS AND DETERGENTS 


Number Reactions 
Test substance Weak Strong 


Almay Shampoo 
Almay Soap 
Bridal Bouquet 


Cashmere Bouquet 


Clorox 
Cuticura Soap 
Duz 
Harper’s Shampoo 


Ivory Flakes 
Liquid Soap 
Opal Shampoo 
Pink Soap 
Rinso 
Shaving Soap 
Skidoo 
Super Suds 
Swan 
Sweetheart Soap 
Washing Powder 
Woodbury Soap 
Tersus 


Totals 


nN 


Table 5 


Table 6 
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ether. Exacerbations from local remedies have 
been reduced since topical drugs and vehicles 
have been tested routinely before use. 


INDIVIDUAL PLANTS 


Number Reactions 
Test substance eak Strong 
Alfalfa 


Barley 


Boxwood 
Cabbage 
Carrot - 


NF 


nN & 


Celery leaves 
Cocklebur - 
Cocoanut 


Corn 


Dry corn stalk. 


Green corn stalk. 


Dry corn 


Green corn tassel 


Dry corn leaves 
Green corn leaves 


Cucumber 
Dogwood 
Green peas 
Hay Feed ___. 
Hollyhock 

Lettuce 
Milkweed _... 1 
Oxalia 


~ 


nN 


Poison ivy 


Five-leaf ivy 


Black Pepper 
Sheep mint 
Seybern 
Spanish needle 


Sweet myrh 


Sweet potato 


Tomato vine 


White potato leaves 
Wild sage 


| 


Totals 


- 
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No new sensitizations have been recognized 
from multiple testing. New sensitizations can be 
expected, theoretically. This possibility is min- 
imized by applying the patches to normal skin. 
In two instances, exacerbations of generalized 
dermatitis seemed to follow individual tests 
with barbiturates and penicillin, respectively. 
Fortunately no systemic reaction followed rou- 
tine testing. 


The chief interest in this report should lie 
in the numerous reactions to topical drugs and 
vehicles, and in the 199 weak and 76 strong 
reactions to environmental materials brought by 
312 patients. 


SUMMARY 


The materials used in routine and individ- 
ualized patch tests in 312 patients are listed and 


INDIVIDUAL DRUGS AND CHEMICALS 


Number Reactions 
e 


Test substance Strong 
AgNOs 0.5 per cent 1 0 
Argyrol 2 per cent 1 
Balsam of myrh 
Compound L.C.D. ointment. 1 


“Nivea” skin oil 
Oleate of HG 
Penicillin on scratch 


Potassium permang. 
Rx 277492 
Zinc oxide ointment 
Miscell 
Aspirin 
Baking soda 
Cod liver oil 
Codeine 
“Fermate” 
“Flit” 
“Luminal”’ 
“Moth crystals” 
Nitrate 
“Redsalt 3GL” 
“Scarlet salt RN” 
“Soda mint” 
Sodium bromid 

Tinc. belladonna 


| 


Totals 


Table 7 


Table 8 


| 
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classified. The positive reactions are sum- 
marized. The technic used for patch testing in 
the Allergy Clinic of the University of Virginia 
Medical School is described. 


INDIVIDUAL COSMETICS 


Number Reactions 
Test substance We Strong 
Cutex Polish 
Almay Lipstick Test Set 


Tangee Rouge 


Fitch’s Shampoo 
Helene Curtis Hair Lotion 

Town and Country Make-up_ 
Eye Cream 
Finger Wave Lotion 66 
Bath Powder 
Wright’s Litmus Cream 


Quinlon Cosmetics 
Jergen’s Lotion 
Pond’s Creams 
Honeysuckle Soap 
Mary Dunhill Lipstick 
Nail Polish 
Mum 


Old Spice Shaving Cream 


Ipana Toothpaste 


Cuticle Remover 


Polish Remover 


Dorothy Gray Cleansing Grains... 
Lotion 


Qualatum 1 


Helena Rubenstein Powder and Mascara... 1 
Harriet Hubbard Ayer Powder... 1 
Arrid 1 
Fresh Deodorant 1 
Emulsi 1 


Gaurielli 


Listerine Toothpaste 
Revlon Nail Polish 
Milk Shampoo 


Creme Shampoo 


Shampoo (un-named) 
Charles of the Ritz Powder and Cream _... 
Brilliantine 
Elizabeth Arden Foundation Cream... 
Blair Cleansing Cream and Powder... 
Beauty Counsellor Body Lotion... 1 
Johnson’s Baby Cream 1 


Totals 51 


Table 9 
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INDIVIDUAL MISCELLANEOUS 


Number Reactions 
Test substance Weak Strong 
Adhesive 


Blueing 


fo} 


Brassiere Elastic 
Capaduna Cigar 
Crochet Needle 
Dick-A-Dan Mattress Cleaner 
Dust Cloth 
Fertilizer 
Floor Oil 
Floor Wax 
Furniture Polish 
Guinea Pig Hair 
Granger Rough Cut Tobacco 
Hearing Aid 
Hog Hair 
Old Pipe Tobacco 

Plastic Nose Piece on Glasses... —— 
Rayon 
Black Rubber Stopp 

Silk 
Silver Scrapings from Spectacles____ 
Silver Polish 
Shoe Lining 
Woolens 1 


Totals 29 


Table 10 


DISCUSSION (Abstract) 


Dr. Walter L. Winkenwerder, Baltimore, Md—This 
report forms a good basis for the incidence of reaction. 
Were these all patients with dermatitis, or were there 
normal individuals in the group? 


Dr. Swineford—They were all patients with derma- 
titis. Some of them had atopic dermatitis. As a mat- 
ter of fact, we got a lot of patch reactions in patients 
with so-called atopic dermatitis. 


Dr. Winkenwerder—Did you have any normal con- 
trols at all, or has that been done before? 


Dr. Swineford—No, we did not attempt to con- 
trol it. 


Dr. Winkenwerder—Did you get reaction to the 
Scotch adhesive tape? 


Dr. Swineford—No, we did not have a single reac- 
tion to Scotch adhesive tape. 


Dr. Winkenwerder—That could be used almost alone. 
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Dr. J. Warrick Thomas, Richmond, Va—I would 
like to comment, with regard to the reactions to ad- 
hesive tape or Scotch tape, that they do occur. I 
have had two or three patients who showed that. One 
man had a terrific reaction. It spread over the ad- 
jacent area, was quite sensitive, but he had other 
agents that caused trouble. 


Dr. Harry S. Bernton, Washington, D. C—In what 
percentage of your cases do these positive patch tests 
prove of definite value? 


Dr. Swineford—That has not been studied, as stated 
in the introduction. 


Dr. Frank T. Furstenberg, Baltimore, Md—I would 
like to ask Dr. Swineford how often he finds negative 
patch tests on the back and a positive patch test near 
the site of the dermatitis. 


Dr. Swineford.—Infrequently. 


Dr. Frank A. Simon, Louisville, Ky—I noticed that 
Dr. Swineford got a great many positive reactions 
to soaps, and he says these are often nonspecific reac- 
tions and not necessarily allergies, and I certainly 
would agree with that. 


I also noticed that he got some positive tests to 
wool, and I suppose that those might have been in 
atopic individuals and might be the same kind of 
tests that Harten and Walzer got to wool and feath- 
ers and silk and other substances in atopic chil- 
dren, the so-called characteristic atopic reactions to 
the patch test. They are also the kind that Dr. Peck 
got even before Harten and Walzer reported them, 
and also the type I have recently been reporting to 
human dander. Dr. Swineford had a reaction to 
a brassiere. I have seen two of these in the last few 
months. They are quite characteristic. They occur 
a little below the lower angle of the scapula. The 
cases that I saw were a little bit more marked on 
one side than the other. They are from the little 
piece of elastic on the brassiere. These patients were 
worse in the summer, probably from perspiration; 
they were worse on one side than the other, I think, 
because on one side of the brassiere the elastic can 
touch the skin more easily. On the other side there 
is a little overlapping of the piece of cloth where it 
is buckled, and this overlapping diminishes contact. 
These patients sometimes also have dermatitis on their 
thighs from their garter straps. 


Dr. Henry D. Ogden, New Orleans, La—I would like 
to ask Dr. Swineford about the method of prepara- 
tion of solid materials before putting them under 
this piece of Scotch tape. Do you moisten a piece 
of wool and put it under, or shred it and break it up? 


Dr. Swineford—We moistened the fabric and put it 
next to the skin. 


Dr. Furstenberg—I would like to ask Dr. Swine- 
ford whether he breaks or roughens the skin at all. 
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Dr. Swineford—tIn one of the tests for penicillin we 
got a much stronger reaction when we put the patch 
on a scratch, such as Dr. Frank Simon has described. 


Dr. Winkenwerder—I never saw so many patch 
tests done by one individual before. It is an enor- 
mous amount of work. I am wondering whether 
Dr. Swineford would want to comment on why he 
did patch tests with Old Pipe Tobacco. 


Dr. Swineford—tThat is not the name of a brand. 
We used the “gunk” from several pipes. 


BOWEL HEALING AS INFLUENCED 
BY INTESTINAL ANTISEPTICS* 


By Epoar J. Potu, M.D., Ph.D. 
Galveston, Texas 


The healing of lesions in bowel must obviously 
take place in heavily contaminated surroundings 
and retardation should be expected. It is sur- 
prising that secondary healing in this region is 
ordinarily accompanied by little scar formation. 
Occasionally, however, extensive cicatrization 
does occur when infection is deep and prolonged 
as may be encountered in healed lesions due to 
diverticulitis. 

Healing of the small bowel varies strikingly 
from that observed in the colon. In the former, 
healing is quite an orderly process and is usually 
complete by the twelfth postoperative day fol- 
lowing simple resection and anastomosis in 
otherwise healthy intestine. The colon will re- 
quire fifteen to thirty days for complete healing 
which is definitely a process of healing by 
granulation.! 

Much effort has been expended to find some 
procedure by which the hazards of opening the 
bowel to the peritoneal cavity could be reduced. 
Billroth? observed that the meconium of the new- 
born infant is sterile and becomes contaminated 
by bacteria shortly after birth. It has generally 
been considered that the characteristics of this 
flora are determined largely by the nature of the 
diet, and the breast fed infant establishes a 
flora predominantly that of lactobacillus bifidus, 
with the flora becoming increasingly complex as 


*Read in Section on Proctology, Southern Medical Association, 
bee gel Annual Meeting, Baltimore, Maryland, November 


*From the Department of Surgery, University of Texas Medical 
Branch, Galveston. 
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a more varied diet is taken until ultimately an 
adult flora is established. We have recently ob- 
served, however, that the flora increases rapidly 
in complexity and may be indistinguishable bac- 
teriologically within a few days from that oc- 
curring in the adult. Escherich* conducted the 
first systematic study of the intestinal flora. The 
question of whether or not the intestinal flora 
was required for the well-being of the host was 
first formally asked by Pasteur. 


Bouchard‘ did the pioneer work on intestinal 
antisepsis in 1887. Escherich demonstrated that 
the ingestion of sterilized food had little or no 
influence on the character or number of or- 
ganisms in the gastro-intestinal tract of the adult. 


Considerable energy has been directed towards 
either sterilizing the bowel or simplifying its 
bacterial flora. Various drugs and diets were 
administered,® but these trials met with little 
success. The putrefactive flora is readily lowered 
in mice by giving a carbohydrate diet. Marshall® 
and his co-workers showed that the coliform 
bacteria in the feces of mice could also be re- 
duced significantly by the administration of 
sulfanilylguanidine. The author failed to obtain 
a significant alteration of the intestinal bacterial 
flora of dogs when this drug was administered, 
even in toxic doses for prolonged periods. 
Poth’ and co-workers found several sulfo- 
namides which consistently altered the intestinal 
flora of dogs and man. Succinylsulfathiazole 
(sulfasuxidine) was introduced by Poth, Knotts, 
Lee and Inui’ in 1941 as an intestinal antiseptic; 
and phthalylsulfathiazole (sulfathalidine), as well 
as several other sulfonamides, which were spar- 
ingly absorbed from the gastrointestinal tract 
and which possessed local antibacterial activity, 
were described in 1943 by Poth and Ross.’ 

The clinical value of the sulfonamides is nicely 
expressed by Pemberton: !° 


The changes that have occurred in surgery of the 
colon since the introduction of chemotherapy have been 
as spectacular and revolutionary as the changes wrought 
by iodine therapy in surgery of exophthalmic goiter. 
The analogy is striking. In the pre-iodine era of thyroid 
surgery for exophthalmic goiter, technical perfection of 
the surgical procedure of partial thyroidectomy was no 
definite assurance that the patient would endure the 
operation, for not infrequently severe hyperthyroid crisis 
would supervene, resulting in fatal issue. Likewise, in 
the era of colonic surgery before chemotherapy was 
available, technically errorless resection of a segment of 
bowel was not definite assurance that the patient would 
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survive, for not infrequently infection would spread to 
produce fatal peritonitis. The surgeon who worked in 
each field after resorting to refinements of technic and 
other measures, finally learned that the best means of 
combating the hidden danger (acute hyperthyroidism 
in the one and spread of infection in the other) was to 
divide the operation into stages. In both fields, employ- 
ment of stage procedures resulted in marked improvement 
but only partially eliminated the hidden dangers peculiar 
to each. Thus it was only after preoperative iodine 
therapy had been standardized that the surgeon could 
be reasonably assured that, barring some accident, his 
patient with exophthalmic goiter would endure an un- 
complicated partial thyroidectomy in one stage. And 
so, in the field of colonic surgery, only in recent years, 
since the advent of chemotherapy, could the surgeon be 
reasonably confident that his patient with a lesion of 
the colon or rectum would survive an uncomplicated 
resection of the colon. Finally, as the statistical data 
obtained in the pre-iodine era were not a sound basis 
for appraisal of modern thyroid surgery, so the results 
in the era before chemotherapy are not a fair basis for 
judging modern colonic surgery. Although iodine and 
chemotherapy each has markedly reduced the incidence 
of the most dangerous complication in its respective 
field, it must be strongly emphasized that both forms 
of therapy must be considered as extremely valuable 
adjuncts to surgery but by no means as substitutes for 
the proved principles of sound surgery. 


Recently streptomycin has been used to alter 
the bacierial flora of bowel. It possesses the 
desirable property of being effective against the 
alpha streptococcus fecalis, but, on the other 
hand, it is unfortunate that many bacteria rapid- 
ly establish a flora resistant to this antibiotic. 
This unfortunate property will probably exclude 
this antibiotic from use over extended periods. 


THE VALUE OF SULFONAMIDES AND ANTIBIOTICS 
AS HEALING AGENTS IN DISEASES OF THE BOWEL 


If the sulfonamides and antibiotics have any 
specific usefulness as agents favoring healing of 
bowel lesions, then their proper selection would 
be of particular importance in the treatment of 
individual diseases of the intestine. Because of 
the extensive irreversible anatomical changes 
which occur as a characteristic of the late stages 
of many of these maladies, it is important that 
treatment be started early and be sustained for 
long periods. 


Regional enteritis, a destructive inflammatory 
process, which may involve single or multiple 
segments of jejunum and ileum, occurs most fre- 
quently in the distal ileum. The lesion may ex- 
tend into the proximal colon to involve the 
ileocecal region. Regional enteritis passes from 
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an acute inflammatory process, through a sub- 
acute stage of partial obstruction with colicky 
pains, intermittent diarrhea, malnutrition and 
anemia to a sudden complete obstruction or to 
abscess and fistula formation because of per- 
foration of the bowel wall. All too frequently the 
final condition has developed before a definite 
diagnosis is made, when it is too late for con- 
servative measures and urgent surgical treat- 
ment must be performed. In the event of early 
diagnosis, or otherwise following resection or 
even an exclusion type of operation, sulfa- 
suxidine or sulfathalidine or a mixture of these 
two drugs administered for a period of months 
in full therapeutic doses has proved to be the 
most satisfactory therapy available and has 
aided materially in limiting the further extension 
of the disease with frequent resolution of the 
existing lesions. Sulfaguanidine has been used 
but has proved less satisfactory and more likely 
to cause untoward toxic reactions. 


A similar situation exists as regards regional 
or segmental ulcerative colitis. 

Thrombo-ulcerative colitis or the streptoccic 
ulcerative colitis of Bargen!! begins in the distal 
segment of the colon just proximal to the anal 
canal to involve the deeper layers of the bowel 
throughout its entire circumference. The mucosa 
is involved secondarily and bleeds readily. The 
bowel ultimately acquires the apperance of a 
smooth tube. The onset may be sudden with 
prostration, fever, weight loss and a bloody, 
purulent diarrhea. Or the disease may begin in- 
sidiously with a mild diarrhea of bloody, pur- 
ulent stools. An intercurrent infection or a period 
of nervous tension might precipitate the disease 
suddenly into all its acute fulminating fury. 
“Neoprontosil” is most effective in this condi- 
tion, but its administration must be abandoned 
frequently because of its toxic reactions. Subse- 
quently, sulfadiazine, sulfaguanidine, sulfathia- 
zole, sulfasuxidine and sulfathalidine have been 
given. Sulfathalidine is superior to the others 
because it can be given in relatively small doses 
with infrequent toxic effects. This drug will 
induce a remission in seventy-five per cent of 
cases. In the active, fulminating condition, 
penicillin in large doses has been effective. 

The ulcerative colonic lesions of lympho- 
granuloma venereum respond favorably to sulfa- 
nilamide while the inguinal lesion is best treated 
with sulfathiazole. 
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Acute bacillary dysentery responds promptly 
to sulfonamide therapy. The acute diarrheal 
phase is best treated with sulfadiazine, sulfa- 
thiazole or sulfasuxidine. Sulfasuxidine is the 
most effective in the treatment of the ulcerative 
colitis following acute dysentery and for the 
prevention of the carrier state especially follow- 
ing infection with the resistant Sonne strains. 

Acute diverticulitis usually subsides under 
treatment with sulfathalidine and sulfasuxidine. 
Should proximal colostomy be necessary, local 
sulfonamide therapy by placing either of the two 
drugs into the distal loop will result in more 
rapid resolution and healing of the inflammatory 
process permitting subsequent closure of the 
colostomy with a greater degree of security. 

Streptomycin has had but a limited use and its 
evaluation cannot be ascertained. It appears to 
possess a highly effective and rapid antibacterial 
activity, but unfortunately many organisms de- 
velop a high degree of resistance in only a few 
days. Rowe, Spaulding, Madajewski, and 
Bacon!? report an instance where fatal septi- 
cemia resulted from a highly resistant strain of 
Aerobacter aerogenes following the administra- 
tion of streptomycin in preparation for rectal 
surgery. In my experience untoward toxic reac- 
tions are not infrequent. 


HEALING FOLLOWING VASCULAR DAMAGE 


The author and co-workers! !4 15 have con- 
ducted a series of experiments during the past 
six years to test the variation of the ability of 
the distal portion of ileum to survive and ulti- 
mately to heal following extensive damage to the 
blood supply of long segments of the bowel. 

These studies were divided into three groups 
consisting of damage to the arterial supply, to 
the venous drainage and to the arteries and 
veins simultaneously. The vascular supply to 
sufficient lengths of ileum was damaged to re- 
sult in death of over ninety per cent of the con- 
trol animals because of essentially complete 
necrosis of these segments of bowel. After the 
administration of full therapeutic doses of sulfa- 
suxidine or sulfathalidine for two weeks, fifty 
per cent of the animals lived following arterial 
ligation, seventy per cent lived following vein 
ligation, and fifty-five per cent survived after 
the simultaneous ligation of both the arteries and 
veins. Normal peristalsis is eventually re-estab- 
lished in the involved segment of ileum. Revas- 
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cularization occurs by way of the mesenteric leaf 
and through adhesions to adjoining loops of 
bowel and omentum. Microscopically there was 
a small amount of fibrosis in the muscularis of 
the bowel wall. The segment of bowel was 
characteristically shortened by fifty to sixty-five 
per cent together with marked shortening of the 
mesentery. It is believed that the sulfonamides 
protect the tissues of the ileum from massive 
necrosis by modifying the bacterial flora to such 
a degree as to prevent extensive infiltration of 
the bowel wall by bacteria which would then 
cause thrombosis of the capillaries. As a conse- 
quence, the residual circulation was sufficient to 
protect the tissues against the necrotizing action 
of an attenuated bacterial flora. A similar mech- 
anism probably explains the difference observed 
in healing at the line of bowel anastomosis in 
treated and untreated animals. 


Fig. 1 
The experimental studies demonstrated in Figs. 1, 2, 3, 
and 4 were done on dogs maintained on a standardized diet 
of ground horse meat for twelve days preoperatively and 
postoperatively after 24 hours. This photomicrograph is 
that of a section taken through the line of anastomosis 
in the descending colon three days postoperatively. There 
is extensive edema and lymorp! honuclear infiltration 
without any evidence of eeplade or revascularization. 
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THE USUAL MECHANISM OF THE HEALING OF THE 
COLON AT THE LINE OF ANASTOMOSIS 


Following the introduction of sutures which 
include the submucosa and approximate the 
serosa, the surfaces are cemented together with 
fibrin. This fibrin tends to arrange itself into 
bundles of fibrils or aggregates of colloidal pro- 
tein threads. This network forms the medium 
into which mononuclear cells migrate and under- 
go fibroplasia. In the presence of excessive in- 
fection or necrosis these fibrils or threads may 
fail to form, and the fibrin is converted into a 
granular looking medium which does not support 
fibroplasia with the consequence that the healing 
process is delayed. 

Together with the normal process of fibro- 
plasia, collagen is laid down, and revasculariza- 
tion occurs by the ingrowth of capillaries and 
lymphatics. 

In a definitive study of the healing process 


Fig. 2 
Similar to Fig. 1, excepting that this specimen is taken 
five days postoperatively. The edema is less and the 
lymorphonuclear infiltration is not as extensive. There 
is some round cell infiltration, early revascularization, and 
beginning fibroplasia. 
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in the colon it is necessary to consider what 
occurs as regards the mucosa, the muscularis 
mucosae, the submucosa, the tunica muscularis, 
the serosa, the lymphatics, the blood vessels, and 
the nerves as is emphasized by Lee.! 


THE ALTERATION OF THE PROCESS OF HEALING 
FOLLOWING SUTURE OF THE COLON AS 
INFLUENCED BY THE SULFONAMIDES 
AND STREPTOMYCIN 


It has been demonstrated repeatedly by 
numerous authors that sulfasuxidine and sulfa- 
thalidine are useful adjuvants in colonic sur- 
gery. When these agents can be used properly 
in the preoperative preparation and postopera- 
tive care of patients subjected to surgical pro- 
cedures of the colon, the operations can be per- 
formed with safety on the open viscus without 
fear of peritonitis or severe wound infection. 

Since no material has been available to study 
the minute process of healing following anas- 


Fig. 3 

Same as Fig. 1, excepting that this animal received in 
six divided doses 1.0 gram of sulfasuxidine per kilo of 
body weight daily in addition to the standard horse meat 
diet for twelve days preoperatively and again postopera- 
tively after a 24-hour rest period. This three-day specimen 
taken from the line of anastomosis shows moderate poly- 
morphonuclear and round cell infiltration accompanied by 
early revascularization and fibroplasia. 
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tomosis of the colon in human subjects, experi- 
mental studies on dogs were undertaken. Both 
open and closed technics of anastomosis of the 
colon were studied in a well controlled series of 
experiments.!6!7_ In the control experiments 
wound infection, peritonitis, stitch abscesses, and 
local soft tissue infections were the usual find- 
ings, while in those instances where adequate 
treatment with sulfasuxidine or sulfathalidine 
was given, evidence of infection was seldom en- 
countered. Grossly there was minimal edema of 
the mucosa in treated animals in contradistinc- 
tion to extensive edema in the controls. Micro- 
scopically, the difference was even more striking. 
The control specimens showed acute inflamma- 
tion characterized by extensive edema, prolonged 
leukocytic infiltration, and delayed revasculari- 
zation and fibroplasia (Figs. 1 and 2) while the 
specimens taken in the treated cases exhibited 
slight inflammation which subsided rapidly and 
was characterized by moderate edema, limited 
leukocytic infiltration, and rapid revasculariza- 
tion and orderly fibroplasia (Figs. 3 and 4). 


Fig. 4 
Same as Fig. 3, excepting that this is a five-day specimen. 
There continues to be some polymorphonuclear infiltra- 
tion. Revascularization and fibroplasia are progressing in 
an orderly fashion resembling primary healing. 


= 
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The addition of streptomycin to the sulfo- 
namide therapy did not alter the healing process 
materially. 


DISCUSSION 


The accumulated clinical experience of numer- 
ous observers during the past six years has re- 
peatedly stressed the value of sulfasuxidine and 
sulfathalidine as adjuvants to the established 
technic of surgery of the bowel as well as many 
specific instances of the usefulness of the various 
newer agents to aid in the process of healing. 
Reports have been consistently favorable and 
the principles laid down for the use of these 


compounds are widely adopted as routine pro- 
cedures. 


It seems timely, therefore, that experimental 
evidence indicates the manner by which these 
beneficial effects result. As additional substances 
are discovered they can readily be subjected to 
similar experimental study to determine if they 
too will show these desired phemomena. 
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DISCUSSION (Abstract) 


Dr. Harry E. Bacon, Philadelphia, Pa—During the 
past several years numerous advances have been made 
in the surgical management of lesions involving the 
large bowel, and while none can serve as a substitute 
for sound judgment and precise technic, upon which 
surgical principle is established, they, nevertheless, have 
contributed markedly to the reduction of mortality and 
morbidity. It is now recognized that the employment 
of antibacterial agents to prepare the bowel for surgery 
has achieved a most striking effect. To Poth, the colonic 
surgeon will ever be indebted for the development of 
the two sulfonamides, succinylsulfathiazole and phthalyl- 
sulfathiazole. As a result of his painstaking investiga- 
tions, we became interested in the first of these agents 
and began its use in October 1942. During the ensuing 
five-year period, some 400 resections as well as a similar 
number of major operative procedures on the rectum 
and colon have been carried out. While initially em- 
ployed on a trial basis they have been insinuated rou- 
tinely in the preparation and aftercare of all patients 
undergoing major procedures of the large bowel. Suf- 
fice to state, the mortality and morbidity have been 
lowered significantly. In fact, we have become more 
conscious of thrombophlebitis and its sequelae than 
peritonitis even through the latter ranks first as the 
cause of death in our over-all group of patients. 


In the period between 1943 and 1945 our residents 
Doctors C. Cass, W. Todhunter and J. Fleming, evalu- 
ated both of these agents and estimated that a period of 
5 to 7 days was required to lower the coliform count 
to normal. The following year, a more precise arrange- 
ment was made with Dr. Spaulding, Professor of Bac- 
teriology, and our resident, Dr. Robert Rowe, assumed 
the task of further studying the effect of one of these 
drugs, namely, sulfathalidine. As has been reported, upon 
admission to the hospital, all patients were fed a general 
diet until two preliminary stool specimens were ob- 
tained; thereafter the drug was administered and all 
subsequent stool specimens were collected, numbered and 
labeled according to the time of passage, date, and hour 
of administration. The specimens were immediately 
stored in a refrigerator to prevent further bacterial 
growth. Each patient was placed on the same high 
caloric, high protein, non-residue diet supplemented by 
protein-carbohydrate mixtures of 2,800 to 3,000 calories 
daily. A fluid intake of 2,500 to 3,500 c. c. daily was 
maintained. The only laxative employed was castor oil 
(40 c. c.) 36 hours prior to operation. Patients requiring 
barium or cleansing enemata were eliminated from the 
study. Whereas the original stool specimens disclosed a 
count as high as 100,000,000 organisms per gram of wet 
feces, the coliform count was lowered to norm, less than 
1,250, in an average period of 3% days. 
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A little more than one year ago, my confrere, Dr. 
John Carlisle, interested me in the use of streptomycin 
following which a series of experiments was undertaken 
in our department. Again, Dr. Rowe carried on the 
burden of this study. While this material is in the 
process of publication, it may be mentioned that the 
results achieved were significant in that the coliform 
count was lowered to norm within an average period of 
2 days. The dosage employed was two grams daily dis-* 
solved in 12 c. c. of water and administered orally in 
six doses of 2 c. c. every 4 hours. 


Our next interest was manifest in the combination of 
sulfathalidine and streptomycin. Experiments were in- 
stituted in 14 patients. Excluding one in whom one-half 
the quantity was employed, the remaining 13 patients 
received in combination 0.1 gram of sulfathalidine per 
kg. body weight daily and 2 grams of streptomycin. 
All with the exception of one showed coliform counts 
less than 1,250 organisms within 24 hours. The excep- 
tional patient presented a resistant mucoid coliform 
organism which at the end of the seventh day dropped 
less than 1,250, but soon reverted to 1,600,000 by the 
eleventh day. Reversion was observed in three other 
patients. 

It is our unqualified opinion that the agents sulfa- 
thalidine, as well as sulfasuxidine, both developed by 
Poth, are reliable for decreasing the coliform bacterial 
flora of the large bowel prior to surgery. Streptomycin 
possesses similar merit, acts more rapidly, is more potent, 
is not destroyed by body exudates nor by the action of 
bacteria or bacterial products, although its effect is less 
uniform and certain strains of the organism may develop 
a reversion. From our preliminary studies the combined 
administration of sulfathalidine and streptomycin ap- 
a superior in effect to either of these agents used 

lone. 


Dr. Curtice Rosser, Dallas, Tex—The work pre- 
sented today seems to me to demonstrate that~ the 
essentially fatal factor in connection with the devas- 
cularization of segments of bowel is not the temporary 
impairment of circulation but the effect of bacterial 
toxins infiltrated through a damaged bowel. 


There are two possible clinical applications which I 
wish to suggest for your consideration. If mesenteric 
thrombosis is suspected in an individual and if it is 
not too massive in scope, the administration of sulfa- 
suxidine or sulfathalidine may prove to be a life-saving 
measure. In addition, periarteritis nodosa, or, as it is 
now being called, visceral angiitis, occasionally involves 
the intestinal tract and more rarely produces damage 
of the bowel wall, through the mechanism Poth has 
produced experimentally. 


This condition may be recognized in the proctoscope 
by the change in vessels which occurs. It is not com- 
mon, though we have seen an autopsy recently in Dallas 
in which the intestine was involved. Here, it seems to 
me, since more or less the same pathologic lesion is 
produced, and death occurs as the effect of the same 
bacterial toxins, these drugs may offer protection. 


All of us have observed that not infrequently the 
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area of anastomosis following resection of the colon 
is somewhat constricted. No doubt this is primarily 
due to infection or to excessive fibrosis but, even so, 
it has seemed to me that the passage of formed stools 
through this lumen as soon as it is safe, should be 
helpful to prevent or control the contraction. 

Many persons have found that the passage of a 
formed stool as early as possible is an effective dilating 
agent following anal surgery. Since I had the oppor- 
tunity to see this experimental work in Dr. Poth’s 
laboratories, and found that his investigation shows 
that within three weeks at the most a patient who is 
administered sulfathalidine following the anastomosis has 
a completely healed suture line, it has been my practice 
to put these patients on a full smooth diet reinforced 
with a bulk laxative, in the hope of maintaining a 
thoroughly competent and patent lumen. 


MILIARY TUBERCULOSIS: RESPONSE 
TO STREPTOMYCIN* 


By B. Jounson, M.D. 
and 
Rosert S. M.D. 
New Orleans, Louisiana 


G. H., a 26-year-old colored woman, was admitted 
to the Charity Hospital on December 19, 1946, com- 
plaining of malaise, fever, and pain in the right side of 
the chest and right lumbar region. She had been well 
until delivery of her third child on November 17, 1946. 
Pregnancy had been uneventful except for some pedal 
edema which responded to dietary measures. At the 
time of delivery she sustained a perineal laceration which 
required suturing. Two weeks post partum, the patient 
developed a sharp intermittent pain which radiated from 
the right costovertebral angle to the right infra-axillary 
region. This pain was aggravated by respiration and 
was associated with mild dyspnea. There was no cough 
or hemoptysis, but she occasionally expectorated some 
mucoid material. System review was non-contributory. 
Past history revealed that the patient had the usual 
childhood diseases. She also had had a “cyst” removed 
from the right side of her neck in 1940 and a “blind” 
operation for abdominal pain in 1945. Her mother 
and three sisters died from unknown causes. There was 
no family or contact history of tuberculosis. Marital 
and social histories were non-contributory. 

Physical examination revealed a well developed, well 
nourished colored woman, not appearing acutely ill. The 
temperature was 100.2,° pulse rate 122 per minute and 
respiration 22, blood pressure 120/70 in both arms, 
weight 120 pounds (weight prior to pregnancy 132 


*Received for publication February 15, 1948. 

*From the Department of Medicine of the Louisiana State 
University School of Medicine and the Charity Hospital of 
Louisiana at New Orleans. 
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pounds). There was a 2 cm. scar on the right side of 
the neck at the level of the cricoid cartilage. The breasts 
were enlarged and lactating, and there was a mass 3 
cm. in diameter, freely movable, firm, and non-tender 
in the right axilla. There were impaired resonance and 
diminished breath sounds over the right lower lung 
field; no rales or rubs were heard. The heart showed 
only a tachycardia. There was moderate tenderness in 
the right costovertebral angle and in the right upper 
quadrant of the abdomen. No masses or organs were 
palpable. The uterus was retroverted and subinvoluted 
and a serosanguineous vaginal discharge was present. 


Initial laboratory work revealed the following: Red 
blood cells 3,970,000; white blood cells 13,000 with 86 
per cent neutrophils; sedimentation rate 30 mm. per hr. 
A trace of albumin and 3-4 white blood cells per high 
power field were found in the catheterized centrifuged 
urine. A sickle cell preparation was negative. Blood 
chemistry was within normal limits, and serology was 
negative. EPA of the chest showed thickening of the 
transverse fissure on the right and dense pleural re- 
action in the lower half of the right lung; on the left 
there was a triangular area of density with its base 
resting on the left cardiac border, interpreted as slight 
interlobar effusion. There were increased markings 
throughout the rest of the lung fields. 


The initial impression was pelvic thrombophlebitis 
with septic emboli to the lungs. The patient was given 
full doses of sulfadiazine with no response. She likewise 
failed to respond to over 4,000,000 units of penicillin. 
During this initial phase the temperature fluctuated 
daily between 99 and 102.6,° but there was no change 
in her symptoms or physical findings except that the 
mass in the right axilla seemed to diminish in size with 
cessation of lactation. The mass was considered to be 
accessory breast tissue. 


On January 6, 1947, a chest film (Fig. 1A) showed on 
the right slight downward displacement of the trans- 
verse fissure with less pleural reaction at the base and 
slight elevation of the right leaf of the diaphragm. 
Right thoracentesis produced 40 c. c. of a blood tinged 
fluid, which was negative for pyogens and acid fast 
bacilli. On fluoroscopy the right leaf of the diaphragm 
was slightly elevated with limited mobility. 

During the first five months of hospitalization her 
temperature rose daily to between 102 and 104° (Fig. 
2A). The pain in the chest and lumbar region sub- 
sided and her only complaint was shifting moderate 
abdominal pain with occasional vomiting. With the 
afternoon fever she complained of extreme malaise but 
at no time did she appear critically ill and her general 
condition remained good with only a 10 pound loss 
of weight. 


During this time she had a mild anemia and the white 
blood cell count varied between 9,700 and 14,000 with 
62-86 per cent neutrophils. Urinalyses were negative, 
as were agglutinations, malaria smears, repeated blood 
and urine cultures, and sputum and stool studies. The 
Mantoux test was strongly positive, 1:10,000. Blood 
chemistry and liver function tests were within normal 
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limits. Endometrial and cervical biopsies were non- 
revealing, as were careful specialized examinations of 
the genito-urinary tract. Electrocardiogram and gastro- 
intestinal series were normal. Serial chest roentgeno- 
grams showed no gross changes except for slight diminu- 
tion of the pathology in the right lower lung field. 

On April 5, 1947, the patient had a chill and the 
temperature rose to 106.° The total white blood cell 
count was 31,960 with 80 per cent neutrophils. Antero- 
posterior and lateral views of the chest showed eleva- 
tion of the right leaf of the diaphragm with discoid 
atelectasis at the base. This was considered compatible 
with subphrenic pathology but aspiration of the sub- 
phrenic space failed to demonstrate pus. This episode 
subsided within 24 hours. 


Fig. 1A 
X-ray of the chest before treatment. 


TEMPERATURE 


Fig. 2A 


Temperature chart before therapy. (Interval between 
heavy vertical lines represents 24-hour period.) 
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After frequent requestioning, the patient finally re- 
called that the removal of the cyst in 1940 had taken 
place at this hospital under her maiden name. The 
pathological report from the old chart was tuberculous 
lymphadenitis. From further investigation it was learned 
that the mother and 3 sisters had died in this hospital 
and the cause of death from the death certificates was 
shown to be tuberculosis in all four instances. 


The mass in the right axilla was then aspirated and 
microscopic examination of the material showed casea- 
tion necrosis, giant cell formation and leukocytic in- 
filtration compatible with caseous tuberculosis (Fig. 3). 


On April 19 streptomycin therapy was started. She 
was given 250 mg. intramuscularly every 3 hours day 
and night for 67 days (total dosage 135 grams). Re- 
sponse was first noted during the second week of 
therapy when her fever never rose above 101,° and by 
the eighteenth day she became afebrile and remained 
so (Fig. 2B). On the twenty-fourth day of therapy 
radical excision of the right axillary nodes was per- 
formed. The postoperative course was uneventful, with 
firm healing of the incision by primary union. From 
the thirty-fourth day (May 22) she began to run a 
low grade fever, which occasionally rose as high as 
100,° but at the time of discharge on July 6, 1947, she 
had remained afebrile for 5 days. 

During therapy her symptoms subsided and the course 
was one of progressive improvement. Her last recorded 
weight before discharge was 102 pounds. Her only toxic 
symptom to streptomycin was mild vertigo for short 


Fig. 3 


Microphotograph of mass from right axilla. Picture com- 
patible with caseous tuberculosis. 
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periods during therapy. She menstruated for the first 
time since delivery near the latter part of treatment. 
The patient was readmitted for evaluation on October 
7, 1947. Her interval history revealed that she was 
completely asymptomatic, had an excellent appetite, 
and was feeling well. Physical examination was com- 
pletely negative, as was all laboratory work including 
a normal blood picture, urinalysis, and a sedimentation 
rate of 18 mm. per hour. X-ray of the chest was normal 
except for flattening of the right diaphragm with 
obliteration of the right costophrenic angle (Fig. 1B). 


COMMENT 


Although this patient showed marked response 
to streptomycin, she cannot be classed as a cure 


Fig. 1B 
X-ray of the chest after treatment. 


TEMPERATURE 


Fig. 2B 
Temperature chart after therapy. (Interval 
heavy vertical lines represents 24-hour period.) 
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unless further prolonged observation fails to 
demonstrate reactivation of the disease. 

The delay in proving the diagnosis can be 
attributed to two factors: (1) an unreliable his- 
tory from the patient, and (2) the attachment 
of improper significance to the mass in the right 
axilla, which might well have been aspirated 
earlier in the course of the disease. 

Although excision of tuberculous lesions is 
generally contraindicated, it is conceivable that 
radical excision of accessible tuberculous foci 
may be feasible and rational while streptomycin 
is being given, as was demonstrated in this case. 


SUMMARY 


(1) A case of miliary tuberculosis which re- 
sponded to treatment with 135 grams of strep- 
tomycin over a period of 67 days is reported. 

(2) The rationale of excision of tuberculous 
foci while under streptomycin therapy is men- 
tioned. 


Additional Note.—The patient has been fol- 
lowed in the clinic from the time of discharge 
and has remained well and asymptomatic. She 
was readmitted to the hospital in May 1948, for 
reevaluation. She weighed 129 Ibs. on this ad- 
mission, as compared to 106 Ibs. on her initial 
discharge, and there was no clinical or laboratory 
evidence of active tuberculosis, all examinations 
being normal. 


PNEUMOPERITONEUM IN -THE TREAT- 
MENT OF PULMONARY TUBERCULOSIS* 


By Hucu G. Wuiteneap, M.D., F.A.C.P., 
F.C.C.P.t 
Baltimore, Maryland 


The usefulness of collapse therapy in pul- 
monary tuberculosis has been well recognized 
for many years but the efficacy of pneumo- 
peritoneum in certain selected cases is not gen- 
erally appreciated. Although the method has 
been used in a limited number of individuals 


*Read_ in General Clinical Session, Baltimore Day, Southern 
Medical Association, Forty-First Annual Meeting, Baltimore, Mary- 
land, November 24-26, 1947. 

fInstructor in Medicine, Department of Medicine, The Johns 
Hopkins University. 
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with pulmonary tuberculosis since 1931! its 
status as a method of pulmonary compression 
has not been clearly defined. In recent years 
favorable results in a substantial number of 
cases have been reported? and it is the purpose 
of this presentation to compare pneumoperito- 
neum with other methods of inducing pulmonary 
hypofunction and compression of tuberculous 
lesions of the lung. 


Pneumoperitoneum as a therapeutic procedure 
has been known to the medical profession since 
1872 and the subject was comprehensively cov- 
ered in a book published by Banyai* in 1946. 


The physiological considerations and mechan- 
ical effects of elevation of the diaphragm have 
long been debated and have produced a mass 
of conflicting opinions. As pointed out by 
Pinner* in his book published in 1945, the phy- 
sical considerations would indicate that pulmon- 
ary retraction and elastic relaxation brought 
about by a rise in the diaphragm are evenly dis- 
tributed throughout the normal lung. Because 
of such variables as intrapulmonary elastic 
stresses, extent of pleural adhesions, and fixa- 
tion of the diaphragm, every diaphragmatic 
paralysis and elevation by pressure from below 
remains an individual experiment. Generally 
speaking, pneumothorax and selective thoraco- 
plasty as collapse measures are to be considered 
preferable to phrenic paralysis and pneumoperi- 
toneum. There will always remain, however, a 
group of cases with advanced pulmonary tuber- 
culosis in whom artificial pneumothorax has 
failed and who will not consent to thoraco- 
plasty. Their prognosis on a regime of bed rest 
alone is indeed poor, and streptomycin in this 
type of case has not to date produced satisfac- 
tory and lasting control of the tuberculous 
process. 


TECHNIC 


Pneumoperitoneum may be induced and 
maintained with comparative ease and safety. 
Every physician should be able to give this 
treatment to ambulatory patients provided the 
case be followed with fluoroscopy. Many sites 
for the injection of air have been suggested. So 
long as areas surrounding surgical scars are 
avoided, because of the possibility of underly- 
ing adhesions, any reasonable part of the ante- 
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rior abdcminal wall may be used. A point be- 
low the costal margin in the left nipple line 
lateral to the umbilicus is probably most fre- 
quently used. The amount of air injected at 
the initial treatment and for refills varies with 
the individual case. It is obvious that the 
more air the patient can comfortably tolerate 
the more compression will be obtained, and the 
greater the elevation of the diaphragm in that 
individual which will be effected. Refills gen- 
erally average about 1,000 c. c. weekly and are 
well tolerated. Phrenic nerve paralysis on the 
affected side is usually desirable in conjunction 
with the pneumoperitoneum. 


INDICATIONS 


The indications for pneumoperitoneum in the 
treatment of pulmonary tuberculosis cannot be 
exactly stated. Perhaps the clearest indica- 
tion is in those cases in which the lesion 
is a basal one or is located in the middle third 
of the lung. The difficulty of closing basal le- 
sions with thoracoplasty is well known. Pul- 
monary hemorrhage which cannot be controlled 
by other means is another situation in which 
pneumoperitoneum should be used. In any 
type of pulmonary lesion in which artificial 
pneumothorax is the treatment of choice but 
in which it cannot be effective due to pleural 
adhesions, phrenic paralysis and pneumoperito- 
neum should be considered. There is much to 
be said in favor of primary thoracoplasty. The 
number of successful results are impressive and 
the mortality is ‘no greater than in many types 
of major surgical procedures. Nevertheless we 
must face the fact that there are many indi- 
viduals with advanced pulmonary tuberculosis 
who are either not suited for thoracoplasty or 
who refuse it. For them pneumoperitoneum of- 
fers a promising method of control for their 
disease and a shorter sanatorium stay than with 
bed rest alone. No difficulty has been encoun- 
tered in maintaining pneumoperitoneum in am- 
bulatory patients provided they are followed 
regularly with fluoroscopy. The duration of 
treatment is determined primarily, as in pneumo- 
thorax, by the extent of the pulmonary lesions 
and by their character. In most cases the opti- 
mum benefit will have been obtained in two or 
three years. Unlike artificial pneumothorax, 
pneumoperitoneum with phrenic paralysis can 
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again be induced if the lesion appears unhealed 
when the lung is expanded after pneumo- 
peritoneum. 


COMPLICATIONS 


The most obvious complication to be feared 
is perforation of the bowel. In practical appli- 
cation this has rarely occurred.5 With reason- 
able care at the initial induction it is not likely 
and after pneumoperitoneum is well established 
the risk is practically non-existent, provided 
fluoroscopy is used regularly. 


Air embolism has been known to occur but 
probably no more frequently than with artifi- 
cial pneumothorax. It must be certain that 
the needle is in the peritoneal cavity before air 
is introduced and proper manometric readings 
should be carefully noted. The intraperitoneal 
pressures after induction are always positive 
and air must be introduced with sufficient pres- 
sure, usually by means of a bulb, to exceed this 
positive pressure. 


Intraperitoneal effusion rarely occurs. When 
it does it is not usually of sufficient degree to 
interfere with the procedure. Mediastinal em- 
physema and cardiac decompensation have been 
reported as complicating pneumoperitoneum but 
they are rare. In doubtful cases a careful evalu- 
ation of cardiac and pulmonary function and an 
electrocardiogram may be indicated. After in- 
duction of pneumoperitoneum the electrocardio- 
gram pattern is usually that seen with cor pul- 
monale. 


CASE REPORTS 


The following brief case reports illustrate the 
use of pneumoperitoneum in selected cases of 
pulmonary tuberculosis in young individuals: 


Case 1—R. H., a 25-year-old negro soldier, on dis- 
charge from the Army in March, 1946, was found to 
have a large caseocavernous lesion in the right lung 
at the level of the third rib (Fig. 1). The right costo- 
phrenic sinus was obliterated. Tubercle bacilli were 
present in the sputum. Artificial pneumothorax could 
not be induced because of the adhesive pleuritis. 
Thoracoplasty was recommended but was refused. 
Phrenic crush on the right followed by pneumoperi- 
toneum (Fig. 2) resulted in a decided rise in the right 
diaphragm and the cavity appeared smaller. Clinically 


the patient was much improved and insisted on leaving 
the hospital, but his sputum remained positive. Pneumo- 
peritoneum was thought to be ineffective in this case 
but inasmuch as the patient refused both bed rest 
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and surgery the compression therapy was continued on 
an ambulatory basis. 


Case 2—L. F., a 27-year-old white man, on dis-- 


charge from the Army in 1945 was found to have an 
exudation and cavitation involving the right lung. 
His disease was scattered but not severe in extent. The 
sputum contained tubercle bacilli. On strict bed rest 
there was a slow progression of the disease in the right 
lung and a spread to the left lower lung. Artificial 
pneumothorax was attempted on the right but was not 
effective. In view of the spread to the left lung and 
the extent of the lesions in the right lung, pneumo- 
peritoneum with right phrenic crush was recommended. 
This was performed in 1946 with immediate rise of the 
right diaphragm to the level of the third rib an eriorly. 
There was immediate improvement in the patient’s gen- 
eral condition and conversion of sputum. The refills are 
now given twice a month; the patient is ambulatory 
and is working half a day driving a truck. 


Case 3—G. U., aged 24, a white soldier, in 1944 
developed cough, loss of weight and fever while over- 
seas. Chest film revealed fibrocavernous lesion in the 
right upper lobe with scattered spread throughout the 
left lung (Fig. 3). The sputum was positive for tu- 
bercle bacilli. Artificial pneumothorax on the right 
side was not successful due to pleuritis but was ef- 
fective on the left side. Right phreniclasia was per- 
formed in October, 1944, following the development 
of a cavity in the right lower lung. Pneumoperitoneum 
was induced in February, 1945, and by 1946 there was 
marked clearing of all lesions (Fig. 4). A second and 
third phrenic paralysis on the right was performed in 
1946 and the sputum became negative for tubercle 
bacilli. The left lung was allowed to re-expand and the 
patient became ambulatory. He was discharged in 1947 
and has been receiving refills averaging 1,400 c. c. every 
ten days. A recent chest film showed marked clearing 
of the lung fields with only a small area of fibrosis in 
the right apex. 


Case 4—P. C.; a 22-year-old Marine, enlisted in 
February, 1943, and served for two years in combat 
in the Southwest Pacific area. He was discharged in 
1945 with a diagnosis of psychoneurosis. A film of 
the chest on discharge was negative. A routine film 
made in August, 1946, showed infiltration and cavita- 
tion involving the left upper lobe. The sputum was 
positive for tubercle bacilli. Artificial pneumothorax 
was induced but was ineffective due to apical adhe- 
sions (Fig. 5). A spread to the right lower lung oc- 
curred and pneumoperitoneum was induced in February, 
1947. A left phrenic crush was done in March, 1947, 
and the left pneumothorax was abandoned. The cavity 
in the left apex became smaller and finally disappeared 
(Fig. 6) and sputum became negative for tubercle bacilli. 
He left the hospital in July, 1947, and has been ambula- 
tory ever since, with sputum negative. He receives 
weekly refills of 1,000 c. c. of air. 


Case 5—M. W., an 18-year-old white woman, en- 
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tered training to become a nurse in 1940 in Wisconsin. 
X-ray of the chest and tuberculin test were negative. 
In 1942 she went to a tuberculosis hospital for special 
training in nursing. The conditions at this hospital 
were deplorable, both for the patients and nurses. 
Shortly before leaving this institution the patient de- 
veloped cough, expectoration and loss of strength 
and weight. Film of the chest disclosed an infitration 
at the left base and left hilar region which was called 
virus pneumonia and for three months she was so re- 
garded. Her sputum finally became positive for tu- 


Fig. 1, Case 1 
R. H., negro male, age 25, soldier, March, 1946. 


Fig. 2, Case 1 
R. H., negro male, age 25, soldier, October, 1946 
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bercle bacilli. A fresh infiltration was then noted in 
the left apex and there then appeared to be a cavity at 
the left root. A regime of strict bed rest was instituted 
and was continued for ten months with no significant 
change in the appearance of the chest film. Artificial 
pneumothorax was induced on the left side in March, 
1944. A phrenic crush on the left side was then per- 
formed followed by pneumoperitoneum in July, 1944. 
The artificial pneumothorax on the left side was then 


Fig. 3, Case 3 
G. U., white male, age 24, soldier, 1944. 
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abandoned and marked improvement in the underlying 
lung was noted. The patient was discharged in 1945 and 
resumed her training in 1946, with ambulatory pneumo- 
peritoneum treatments until the spring of 1947. It was 
then decided to discontinue compression of the left lung. 
Only a small area of fibrosis now remains just above the 
left diaphragm with slight apical scarring. 


Fig. 5, Case 4 
P. C., white male, age 22, Marine, August, 1946. 


Fig. 4, Case 3 
G. U., white male, age 24, soldier, 1945. 


Fig. 6, Case 4 
P. C., white male, age 22, Marine, June, 1947 
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SUMMARY 


The use of pneumoperitoneum in the treat- 
ment of pulmonary tuberculosis has been de- 
scribed with particular reference to its indica- 
tions, complications and practical applications. 
Five cases to illustrate the use and early results 
of the method have been presented. In one of 
these cases sputum conversion was not obtained 
with pneumoperitoneum but it was continued 
because the patient refused both sanatorium rest 
and thoracoplasty. Pulmonary compression had 
helped him if it had not healed him. We tend 
to perfection in our therapeutics, especially in 
the treatment of pulmonary tuberculosis. Too 
often compression therapy is abandoned be- 
cause it is not curative, although it may be 
very beneficial. 


CONCLUSIONS 


(1) Pneumoperitoneum has a place in the 
collapse therapy of pulmonary tuberculosis. 


(2) It should be used more frequently in 
those cases in which pneumothorax has failed 
and major surgery has been refused. 


(3) It can be practically maintained with 
the patient ambulatory and physically active, 
and the complications are no more frequent or 
serious than in artificial pneumothorax. 


(4) Pneumoperitoneum has a distinct advan- 
tage over artificial pneumothorax, in that it 
can usually be induced a second time if needed. 
Only rarely can a lung re-expanded after artifi- 
cial pneumothorax be effectively collapsed a 
second time. 


(5) The refills necessary for maintaining 
pneumoperitoneum can be given easily and safe- 
ly by any physician without special training 
provided he follows the case regularly with 
fluoroscopy. 
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TREATMENT OF CARCINOMA OF THE 
LIP WITH HIGH VOLTAGE X-RAY* 


By H. B. Ivey, B.S., M.D., F.A.C.R. 
Goldsboro, North Carolina 


The treatment of lip cancer by the medical 
profession has come down through the years. 
It was first treated with hot irons or actual 
cautery. Various technics were devised by dif- 
ferent operators for this type of treatment. Then 
caustic drugs came in for their period of popu- 
larity; different kinds of acids and other 
caustics were employed. Each drug and each 
method of application had its followers. Soon 
after this period came one of radical surgery, 
including plastic surgery such as was done at 
that time. 

After the discovery of x-ray and radium, both 
were employed in the treatment of carcinoma. 
The advocates of irradiation have used as many 
different methods of application as any of the 
above remedies. Leading radiologists in different 
parts of the country have pioneered in this field. 
Radium has been used by surface application 
and implantation. X-ray has been applied with 
all the different voltages and filters available. 
These treatments by irradiation have been con- 
fined to the growth itself by some, while other 
therapists have included variable amounts of 
surrounding tissue, even the entire gland bearing 
area. 


Electrosurgery cannot be left out. I think the 
leader in this field was Dr. William L. Clark of 
Philadelphia. He had many followers and still 
has some. We have found it useful in combina- 
tion with other surgery and even irradiation. It 
has its advantages and disadvantages. 


We began the study of our present method 
in the nineteen twenties when many of us were 
disturbed by the complications of irradiation. 
Radio-osteomyelitis was the bane of many of 
us. Trophic changes also gave their portion of 
worry with other difficulties. These untoward 
effects gave all of us something to think about. 
During this time, we began looking for a better 
method. The staff of Memorial Hospital in New 
York; the Howard Kelly Hospital of this city; 


*Chairman’s Address, Section on Radiology, Southern Medical 
Association, Forty-First Annual Meeting, Baltimore, Maryland, 
November 24-26, 1947. 
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the Warwick Clinic of Washington, D. C.; the 
Duke Hospital of Durham, N. C., and other 
clinics in the country were trying different 
technics from different positions with different 
voltages and filters in an attempt to eliminate 
these complications. We finally settled upon the 
method which I will attempt to describe. 


The treatment of cancer of the lip today is 
divided into three schools or groups: (1) those 
using surgery alone; (2) those using irradiation 
exclusively; (3) those using a combination of 
the two, or in other words, individualizing each 
case. We have tried to be conservative, advising 
what we judged to be the best approach to the 
case in hand. It is a method we have used for 
the past 12 years. We feel that it has been very 
satisfactory in our office cases. We have treated 
109 cases with this technic, which we have 
changed very little since 1935. These cases 
were treated solely by x-ray. No electrosurgery, 
surgery or radium was used. 


In these 109 cases no palpable metastases were 
found at the beginning of treatment. They 
varied in size from 0.5 to 3 cm. in diameter. One 
hundred and six were in men whose ages ranged 
from 26 years to 85 years. Most of the patients 
were between the ages of 40 and 70 years. 
There were three women. One hundred and 
seven were of lower lip. Two of the upper lip 
involving the vermillion border—one male and 
one female. 


Forty-one of these cases have been treated 
more than five years. Of these, three have re- 
curred. All these died of metastatic carcinoma. 
Thirty-four cases have been treated over three 
years. One of this group has recurred, went to 
surgery but died of metastasis. Thirty-four 
have finished treatment from one to three 
years. One of these failed to respond to the 
treatment. This man was treated with caustic 
paste before he was first seen by us. The 
original lesion never healed. He refused sur- 
gery and died of metastatic carcinoma. The 
ones that have metastasized have first involved 
the sublingual, then submaxillary glands. 


As to etiology, we could spend much more 
time than is allotted to this paper discussing 
the different theories of the cause of cancer. 
When we finish we should be no surer of the real 
cause. In many cases, we have found the fol- 
lowing: some gave a history of irritation from 
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smoking, some from jagged teeth. Several cases 
gave a history of injury from a cut or blow. 
One man was held and his lip burned with a 
lighted cigarette. This burn was followed by 
large squamous cell carcinoma. There were a 
number of cases in this group that had cheilitis 
from a foul pyorrhea and vitamin deficiency that 
developed cancer. 


All these cases were squamous cell carcinoma. 
Abcut 80 per cent were of the infiltrating type. 
The other 20 per cent were the superficial type. 
Not all were biopsied. Where there was any 
do-bt after clinical examination, biopsy was 
done. 

In the differential diagnosis we had the 
following diseases in mind: 


(1) Acute infection. 

(2) Syphilis. 

(a) Chancre. 
(b) Tertiary. 

(3) Actinomycosis. 

(4) Cheilitis. 

(5) Infectious granuloma. 

(6) Mucous or retention cyst. 

In this differential diagnosis we considered 
the history, the physical examination of the 
growth and patient, blood studies, darkfield ex- 
amination when indicated. Biopsy, of course, 
was the final procedure. I know we are open 
to doubt and criticism for not doing pathologic 
study on all of these, but we will not argue the 
advantages and disadvantages of this procedure 
in lip cancer. 

In the differential diagnosis of syphilis, the 
history and appearance of the growth is helpful. 
A chancre has a characteristic appearance with 
a peculiar serosanguineous discharge. Darkfield 
examination will usually confirm the diagnosis. 
Tertiary syphilis looks more like carcinoma but 
there is usually a history of the infection with 
secondary eruption, alopecia, mucous patches. 
and positive blood. 

Actinomycosis is more inflammatory. The 
discharge is typical. The rice-like bodies or 
clumps of pus are present. The ray-fungus can 
usually be demonstrated. 

Cheilitis is a chronic inflammatory disease 
which may involve only the lower lip but often 
involves both lips with scales and crusts. It 
usually is accompanied by ulceration of the 
corners of the mouth (Perléche). Thickening 
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or enduration is rarely present. It is now con- 
sidered to be due to vitamin deficiency but 
can develop into carcinoma. 

These growths, infectious granuloma or granu- 
loma pyogenicum, usually arise at the site of 
an injury or abrasion. They ‘start as very tiny 
lesions, grow very rapidly, are tender and bleed 
on the slightest provocation. They usually take 
a mushroom-like form. Staphylococci are usually 
present. The history and appearance of the 
tumor, with its rapid development following in- 
jury permit a fairly ac- 
curate diagnosis. Biopsy 
is often required to make ~ 
sure. 


Mucous or retention cyst 
is a mass or tumor. It 
usually occurs on the lower 
lip. It is soft, painless, 
and pale in color. The 
content is whitish ropy 
mucus. It lacks the hard 
circumscribed feel of can- 
cer and is rarely mistaken 
for malignant growth. 


In the treatment of can- 
cer of the lip we use the 
following technic: 5,000 
to 6,000 r., using 200 
KVP, 25 cm. distance, 
2 mm. copper and 1 mm. 
aluminum, or the equiva- 
lent filter. A round cone 
is used, varying with the 
size of the field. The pa- 
tient is treated five or six 
days each week with aver- 
age daily doses of 300 r. 
until the required dose is 
reached. 


treatment. 


We give 1,000 to 1,200 
r. straight into the growth 
from the front (Fig. 1). 
Then 2,000 to 2,500 r. 
from each side, treating 
alternate sides on suc- 
cessive days (Fig. 2). 
The lip is kept well packed 
away from the mandible 
with gauze and the x-ray The 
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beam centered through the growth. A strong 
reaction develops but heals satisfactorily, and 
we have had no bad after effects. 


SUMMARY 


(1) We have treated 109 cases of carcinoma 
of the lip with the above described technic. Five 
have been failures. 


(2) No irradiation complications have oc- 
curred. The lips have healed with a minimum 


Fig. 1 


The anterior posterior position in which we give 1,000 to 1,200 r. at the beginning of the 


Fig. 2 
lateral position in which we give from 2,000 to 2,500 r. to each side. 


4 


688 


of scaring, no trophic ulcers, and no radio- 
osteomyelitis. 


(3) The percentage of recurrence that we 
have had for the entire 109 cases is 4.5. The 
percentage of those five to ten years is 7.3 per 
cent, and those for less than three years is 2.6 
per cent. 

(4) We feel that it is a good procedure for 
the treatment of uncomplicated cancer in this 
situation. 


HYPOPROTHROMBINEMIA AND 
VITAMIN K THERAPY IN ACUTE 
CORONARY OCCLUSION* 
AUTOPSY FINDING 


By H. McGutre Dotgs, M.D. 
Norfolk, Virginia 


This case is reported because it indicates that 
the administration of vitamin K in massive doses 
neither contributes to or enhances thrombus 
formation in acute coronary occlusion. It also 
emphasizes the relationship between hypopro- 
thrombinemia and subintimal hemorrhage, and 
that the latter may be a factor in thrombus 
formation within the lumen of the artery, a fact 
that has been previously advanced. 


CASE REPORT 


This man was referred to the office for a medical 
survey the day before his acute onset. His chief com- 
plaint was substernal pressure with pain, mild in char- 
acter but becoming more pronounced on exercise. These 
symptoms first appeared three weeks previously while 
climbing steps. The family and past history were not 
significant. On physical examination the heart was 
regular, rate 80, the apex was in the sixth interspace one 


*Received for publication April 6, 1948. 

*From the Medical Services of the Norfolk General and Leigh 
Memorial Hospitals. 

*The expenses of this investigation were defrayed by a grant 
from William B. Leeds of New York City. 

*The author wishes to express his deep appreciation for the 
able and cheerful assistance given by Dr. Lawrence Y. Motyca, 
Pathologist, and Dr. Edward B. Webb, Resident Pathologist to 
the Norfolk General and Leigh Memorial Hospitals, and to the 
staff of technicians in the clinical laboratories who made the 
prothrombin determinations. 

*Also, he wishes to thank Dr. S. O. Bennett, the attending 
physician, for the privilege of seeing this patient. 

*Vitamin K in the following forms was used in the treatment 
of this patient: Orally, ‘‘menadione,’”? 2-methyl-napthoquinone 


(Lilly). Intramuscularly and orally, ‘‘synkavite,’’ 2-methyl-1-4- 
napthohydroquinone, disphosphoric ester in tetra sodium salt 
(Roche). Intravenously, “hykinone,” methyl-1-4-napthoquinone 
(Abbott). 
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centimeter to the left of the mid-clavicular line. There 
was a soft blowing systolic murmur heard at the fourth 
left interspace but not transmitted. The blood pressure 
was 160/90 in both arms. There were moist rales 
throughout the bases of both lungs. The liver was 
2 cm. below the costal margin. There was no evidence 
of cyanosis or edema of the extremities. The venous 
pressure was 100 mm. of saline. 


The laboratory findings on the following day were 
as follows: red blood cells 5.1, hemoglobin 15.9 grams, 
volume of packed cells 48 c. c. per 100, white cells 
5,600, polymorphonuclears 66 per cent. The urine 
showed a two plus albumen, occasional hyaline and 
granular casts. The blood chemistry was within normal 
limits. The clotting time was seven minutes, clot re- 
traction was normal, prothrombin time 50 per cent of 
normal, icterus index five units. The basal metabolic 
rate was plus six. The electrocardiogram at 11:00 a.m. 
showed inverted T waves in lead I and CF-2, 4 and 5 
compatible with anterior coronary disease of some weeks 
standing undergoing a healing process. 


In view of the hypoprothrombinemia and electro- 
cardiographic findings, his physician was advised to 
remove him to the hospital at once. Entering the hos- 
pital three hours later, he was seized with severe sub- 
sternal pain and shortness of breath. During the night 
he was given 1/3 grain “pantopon,” every three hours 
PRN and 72 mg. of “hykinone” with little relief of 
pain. The blood pressure the following morning was 
120/70. I saw this patient again at 1:30 the day after 
admission. He was still complaining of severe pain. His 
blood pressure was 110/70. The heart was regular, tem- 
perature 101, pulse 100, white blood count 15,400, poly- 
morphonuclears 68 per cent, prothrombin time 34 per 
cent of normal. He was given 294 mg. of vitamin K 
during the following ten hours. He was comfortable at 
twelve midnight. Electrocardiogram the following morn- 
ing showed an anterior occlusion with infarction, also a 
posterior lesion with marked myocardial damage. The 
following morning his temperature was normal, white 
blood count 7,800, and polymorphonuclears were 69 per 
cent. 

This patient died suddenly on the nineteenth hos- 
pital day at 1 p.m. Chart 1 shows the daily blood 
pressure, prothrombin determinations morning and 
evening and the amount of vitamin K and method of 
administration every twenty-four hours. Figs. 1 and 2 
show the thrombus and subintimal hemorrhage in 
the anterior branch of the left coronary artery. 

Autopsy report by Drs. Lawrence Y. Motyca and 
Edward B. Webb follows: 


External Examination—The body is that of a sixty- 
four-year-old white man. It is well developed and 
well nourished. There is no rigor mortis. The dependent 
parts are livid. The pupils measure 4 mm. in diameter. 
All teeth are missing. There is moderate enlargement of 
the first metatarsophalangeal joints. 


Pericardial Cavity—The pericardial sac is bound to 
the heart by fibrinous adhesions. 
quite delicate. 


The adhesions are 
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Fig. 1 
Cross section of the left coronary artery at site of Fig. 2 
thrombus. A and B, subintimal hemorrhage. : media. Microphotograph of a portion of the same artery. A, 
D, rupture of the intima at site of thrombus. E, adven- intima. B, media. C, subintimal hemorrhage. D, rupture 
titia. F, thrombus. of intima. E, thrombus within the lumen of the artery. 
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Aorta—The intima contains many atheromatous 


plaques, some of which are calcified. 


Heart —TV-14, PV-8, NV-10.5, AV-8, LV-0.5 to 2, 
RV-0.5. The heart is moderately hypertrophied and 
dilated. The epicardium is covered with a thin fibrin- 
ous exudate. The anterior branch of the left coronary 
artery contains a clot which is nearly 2 cm. long. The 
wall of the vessel in that area is thick and calcified. 
The lumen is patent beyond the thrombus but the wall 
contains multiple fibrous plaques. The circumflex branch 
is apparently patent throughout. The right coronary 
artery also contains plaques but it is patent and there is 
no stenosis in the larger branches. The anterior wall 
of the left ventricles contains a large soft area which 
extends from the apex almost to the aortic valve. The 
area measures 8-5 cm. and it extends into the inter- 
ventricular septum. The muscle shows a large light gray 
area which is surrounded by dark reddish-brown areas. 
There are two small mural thrombi close to the apex 
and another one near the aorta. There is a similar but 
smaller lesion in the posterior wall of the left ven- 
tricle just below the coronary sulcus, near the left 
margin. This area is soft and hemorrhagic but it ap- 
parently does not extend entirely through the myo- 
cardium into the endocardium. It measures 3x5 cm. 
The vessels supplying this part are small and the 
thrombus was not found. The valves are normal. 


Pleural Cavities—The right cavity is obliterated by 
dense fibrous adhesions. The left one is almost ob- 
literated. 


Peritoneal Cavity——Not remarkable. The liver margin 
is 2 cm. below the xiphoid process. 


Lungs—The lower lobes contain areas of super- 
ficial atelectasis. 


Spleen—tThe spleen is congested and slightly enlarged. 
There are patches of fibrous thickening in the capsule. 


Liver —tThe liver is rather large and reddish brown. 


Kidneys.—Both kidneys are large and normal in size. 
The cortices measure 5 to 8 mm. in thickness. The 
capsules strip rather easily. There is a small pyramidal 
scar in the left kidney. The ureters are grossly normal. 
The pancreas, gastro-intestinal tract, adrenals, bladder, 
and genitalia show nothing remarkable. The head was 
not done. 


MICROSCOPIC EXAMINATION 


Heart.—Sections from the wall of the lett ventricle 
and interventricular septum show severe and extensive 
destruction of the myocardium. There are large areas 
where the muscle fibers have completely disappeared, 
leaving only a reticulum with a focal infiltration of 
lymphocytes and plasma cells. The reticulocytes in such 
areas are phagocytic for hemosiderin. Other areas show 
islands of necrotic myocardium surrounded by reticulum. 
The section from the posterior wall of the left ventricle 
shows necrosis of the more superficial fibers with a slight 
infiltration of neutrophils. 
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The anterior descending branch of the left coronary 
artery shows advanced sclerotic changes and thrombosis. 
The intima shows a marked fibrous thickening with 
fatty and calcium deposits. Small subintimal hem- 
orrhages are also present. The fibrosis extends into the 
media. There is a focal infiltration of lymphocytes in 
the media and to a lesser degree in the adventitia. The 
intima is slightly torn in places. The thrombus contains 
typical hyaline trabeculae. Distal to the thrombus, the 
lumen is at one point less than 1 mm. in diameter. Some 
of the alveoli and bronchioles of the lungs are com- 
pressed. There is also slight congestion. The splenic 
pulp is very much congested. The central veins and 
capillaries of the liver are moderately congested. Few 
of the hepatic cells contain large fat vacuoles. Both 
kidneys contain a few small scattered foci of fibrosis and 
lymphocytic infiltration. The pancreas and bladder are 
not remarkable. 


Pathological Diagnosis—Coronary thrombosis, left; 
myocardial infarcts; sclerosis of both coronary arteries; 
fibrinous pericarditis; small mural thrombi; cardiac 
hypertrophy and dilatation (hypertensive) ; generalized 
arteriosclerosis (moderate) ; superficial pulmonary atelec- 
tasis; early passive congestion of lungs, liver and 
spleen; hallucus valgi; and adentia. 


DISCUSSION 


The relation of hypoprothrombinemia to acute 
coronary occlusion and the effect of vitamin K 
therapy during and following attacks of acute 
occlusion have been discussed in previous com- 
munications.! 234 However, none of these pub- 
lications contained autopsy reports, a procedure 
necessary in most instances to evaluate the effect 
of an unknown method of treatment. 


This patient was known to have coronary dis- 
ease some hours before the onset of the second 
occlusion. The exact time of the occlusion that 
produced the posterior infarction cannot be ac- 
curately stated. However, since it manifested 
itself in the electrocardiogram simultaneously 
with the acute anterior lesion that occurred 
shortly after admission, it appears that it also 
must have occurred within the first hospital day. 
These conclusions are dependent upon the elec- 
trocardiographic changes which usually develop 
eighteen to thirty-six hours following an insult. 
Of particular interest was the presence of 
hypoprothrombinemia ten hours before the acute 
attack. This patient was given 72 mg. of vitamin 
K intravenously shortly after admission. This 
proved to be entirely inadequate to control either 
the hypoprothrombinemia or the pain. When the 
larger doses of vitamin K were given, the hy- 
poprothrombinemia was temporarily controlled 
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and the patient was permanently relieved of 
pain. The lack of thrombi or emboli, other than 
the two original thrombi and the three small 
mural thrombi, and the patency of the coronary 
arteries proximal and distal to the two thrombi, 
suggest that vitamin K could have been a factor 
in the prevention of additional thrombi or emboli. 
The return to normal limits of the white blood 
count and the polymorphonuclears on the third 
day, an observation previously mentioned, is 
another finding that lends weight to these con- 
clusions.* The electrocardiographic finding on 
the tenth day showed normal T waves in leads 
2 and 3 while leads 1, CF-2, 4 and 5 were sug- 
gestive of a minor healing process. 


The finding of subintimal hemorrhage with a 
break of the intima and thrombus formation 
within the lumen of the artery at the site of the 
break appears to justify conclusions previously 
drawn that vitamin K deficiency is the under- 
lying factor in this type of hemorrhagic dia- 
thesis. Although other investigators have called 
attention to hemorrhage within the vessel wall 
with rupture of the intima and thrombosis, I 
was unable to find in the literature where pro- 
thrombin determinations had been made on these 
patients.’ © Although the chart shows the amount 
of vitamin K given every twenty-four hours, it 
does not definitely indicate the manner of ad- 
ministration. Since the dose of the vitamin was 
predicated upon the degree of hypoprothrom- 
binemia, in many instances the maximum 
amount was given late in the day which was 
reflected in the prothrombin time the following 
morning or vice versa. 


CONCLUSIONS 


(1) Pathological studies of the heart and 
vascular system of a man who died from an 
acute coronary occlusion with myocardial in- 
farction indicate that massive doses of vitamin 
K do not produce or contribute to the formation 
of thrombi or emboli in the presence of hypopro- 
thrombinemia. 

(2) There appears to be a close relationship 
between hypoprothrombinemia and _ subintimal 
hemorrhage. 

(3) Once thrombosis with infarction has oc- 
curred, little if any effect from vitamin K may 
be expected on these lesions, but it now appears 
that it will prevent formation of other thrombi 
or emboli. 
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(4) The amount of vitamin K administered 
does not affect either the blood chemistry or 
blood cell counts of the patient. 


(5) Failure of the blood pressure to rise from 
its original fall following an acute occlusion with 
infarction indicates severe myocardial damage 
and it also suggests a grave prognosis although 
the patient may be symptom free. 
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THE IMPORTANCE OF THE COMPLE- 
MENT FIXATION TEST IN AMEBIC 
HEPATITIS AND LIVER ABSCESS* 


By LutuHeEr L. Terry, M.D.* 
and 
Joun Bozicevicu, Ph.D.* 
Baltimore, Maryland 


Some etiological relationship between abscess 
of the liver and intestinal ulceration was sus- 
pected over 100 years ago. However, this causal 
relationship was not definitely shown until after 
1875 when E. histolytica was first recognized. 
Only within the past 25 years has the general 
medical profession had a real appreciation of 
the incidence and importance of this condition. 
The recent reports of Craig,! Ochsner and 
DeBakey,? Sodeman and Lewis,’ Klatskin,* and 
Karl and Sloan‘ in this country have served to 
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7 


692 SOUTHERN MEDICAL JOURNAL 


bring amebic involvement of the liver to the 
proper attention of the American physician. In 
addition, wartime experiences of many of our 
physicians in tropical areas, especially the China- 
Burma-India theater, have extended our pro- 
fessional experiences with this disease im- 
measurably. 

It is generally recognized today that amebic 
involvement of the liver is a complication of 
intestinal amebiasis. The amebae gain entrance 
to the tributaries of the portal veins through 
lesions in the intestines and are carried to the 
liver. Once the amebae have reached the liver 
they begin their lytic and invasive action on 
the liver parenchyma and a localized lesion is 
established. The extent of the liver pathology 
produced probably depends upon several fac- 
tors, the most prominent of which is, no doubt, 
the resistance of the host. It is likely that in 
many instances the defense mechanisms of 
the body are sufficient to overcome one or a 
few amebae and that the process is spontaneous- 
ly arrested without the production of clinical 
disease. However, in a certain number of 
cases the amebae become established and pro- 
duce clinically recognizable disease in the liver. 


Klatskin* has recently offered  classi- 
fication of involvement of the liver due to E. 
histolytica based on his experience with Amer- 
ican troops stationed in India during World 
War II. He has divided the cases into hepatitis 
or liver abscess, and further divided these groups 
into acute, subacute and chronic depending upon 
duration and intensity of the illness. Such a 
classification serves a useful purpose in that it 
assists one in visualizing the various clinical 
pictures which may be encountered with such 
involvement. 


Since the clinical manifestations of amebic 
hepatitis and liver abscess are protean, such in- 
fections commonly are not considered until 
the late and obvious stages of the disease. This 
point has been emphasized recently by Sodeman 
and Lewis’ and Klatskin.* Craig® has recorded 
numerous instances in which large amebic 
abscesses have been found unexpectedly at 
autopsy. 

The principal difficulties encountered in the 
diagnosis of amebic hepatitis and liver abscess 
have been shown to be due to: (1) failure of 
the physician to consider the possibility of ame- 
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biasis and (2) difficulty in establishing the 
diagnosis once it is suspected. Commonly in 
this condition the patient does not give a sig- 
nificant history of diarrhea or other intestinal 
symptoms. Furthermore, stool examinations 
will show the presence of amebae in a relatively 
small percentage of cases. Ochsner and De- 
Bakey’ reported positive stools in only 474 
of 4,091 cases (or 11.6 per cent) of amebic hep- 
atitis collected from the literature. Also, 
only a small percentage of cases will show char- 
acteristic deformities of the diaphragm when 
first seen. If the patient is allowed to remain 
untreated until such signs appear, valuable time 
will have been lost and more extensive damage 
will have been done. 

The importance of the early diagnosis of 
liver involvement due to amebae was clearly 
expressed by Sodeman and Lewis’ in 1944, 
They pointed out the difficulties encountered 
and discussed the potential importance of the 
complement fixation test. Ochsner and DeBakey? 
said: ‘The high degree of specificity that has 
been demonstrated with this test and the results 
that have been obtained clearly indicate its 
usefulness as a diagnostic laboratory procedure 
in questionable cases of amebiasis and especially 
in amebic hepatitis and hepatic abscess. . . . 
Unfortunately, the difficulty experienced in ob- 
taining a potent antigen has greatly hindered 
the routine use of this test in the clinical lab- 
oratory.” 

For several years a group in the Division 
of Zoology, now the Division of Tropical Dis- 
eases, of the National Institute of Health has 
been studying the complement fixation test in 
amebiasis. The results of these studies will be 
published in separate reports. The Medical Ser- 
vice of the U. S. Marine Hospital, Baltimore, 
has collaborated with this group in a study of 
the clinical application of the test. It is the 
purpose of this paper to report the results of 
these studies in a series of cases of amebic 
involvement of the liver. 


CLINICAL MATERIAL 


Fifteen cases of amebic hepatitis or liver 
abscess were studied. All of these cases were 
routine admissions to the U. S. Marine Hospital 
at Baltimore during the 5-year period from 
1943 through 1947. All cases were hospitalized 
and thorough diagnostic studies, including x-ray 
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and stool examinations, were carried out. When 
amebiasis was suspected a specimen of blood 
serum was submitted to the National Institute 
of Health requesting a complement fixation test. 
The clinical data regarding the cases were 
not made available to those performing the 
test until the results of the test had been re- 
ported. 


THE COMPLEMENT FIXATION TEST 


The antigen was prepared as follows: Erlen- 
meyer flasks containing coagulated egg white 
were overlaid with Locke’s solution fortified 
with vitamins according to the method of Rees, 
Bozicevich, Reardon, and Daft.’ Into each 
flask was placed a loop of dialyzing tubing, 
previously tested for leaks, containing an in- 
oculum of amebze. The flasks were then kept 
in an incubator at 37°C. for 144 hours. Then 
the contents of the dialyzing tubes were harv- 
ested and pooled. To the fluid containing the 
amebae, lysed amebae and their metabolic pro- 
ducts, starch granules, organism “t,” mer- 
thiolate was added (to give a 1:1,000 mer- 
thiolate concentration), and placed in the re- 
frigerator at 5°C. for 3 days. The suspension 
was then centrifugalized at 20,000 r.p.m. for 
15 minutes. The sediment was discarded and the 
supernatant was placed in tested dialyzing tub- 
ing and dialyzed in running tap water over- 
night; and then in 3 changes of distilled water. 
After the last change of distilled water, the 
dialyzing tube containing the antigen was hung 
before an electric fan and the water evaporated 
until the volume was reduced to about one- 
fifth of the volume of the antigen before dialy- 
sis. The concentrated antigen was centrifu- 
galized at 20,000 r.p.m. for 15 minutes and the 
residue was discarded. Sufficient sodium chlor- 
ide was added to the supernatant fluid to make 
it isotonic and then it was merthiolated again. 


The antigen was then titrated for specificity 
and sensitivity. This was done by employing 
a constant dilution of the standard antiserum 
(obtained from known positive cases giving high 
and low titers). That dilution of antigen which 
gave maximal fixation of complement, usually 
12 units with a strongly positive serum, or 8 
units with a weakly positive serum, was em- 
ployed throughout the complement fixation tests. 


The antigen thus prepared has never been 
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hemolytic, but various batches have been found 
to fix complement to different degrees. Bozi- 
cevich® found that the antigen does not give 
falsely positive reactions with either protozoan 
or helminth parasites, with sera obtained from 
syphilitic individuals, or from those having ma- 
laria. ‘However, falsely negative reactions have 
been encountered in cases of “carriers” of E. 
histolytica. 

The complement fixation test used was that 
described by Bozicevich, Hoyem, and Walston.? 


CLINICAL ASPECTS 


The 15 patients studied were all males and 
their ages ranged from 17 to 64 years. Eight 
of the patients were white Americans, 2 negro 
Americans, 2 Norwegians,’ 1 Hollander, 1 Co- 
lombian, and 1 Filipino. Five of the Amer- 
icans had never been outside of the United 
States, but the other 5 had been in many for- 
eign ports and 2 actually became ill abroad. 

The histories, physical findings, laboratory 
studies, and x-ray findings corresponded very 
closely to those described by other authors and 
will not be discussed in detail here. Following 
the classification suggested by Klatskin* these 
cases were divided as follows: 


Acute hepatitis 6 
Subacute hepatitis 0 
Cheonie hepatitis 2 
Acute abscess 5 
Chronic abscess 2 


The following case histories are illustrative of 
the various categories and show the value of the 
complement fixation test in each instance. 


CASE REPORTS 


Case 13.—Acute Amebic Hepatitis (Figs. 1 and 2). 
T.D.D., a 43-year-old ship’s cook, a Filipino, was 
admitted to the hospital February 26, 1947, complain- 
ing of headache. He said that he had been well until 
January 13, 1947, at which time he became ill with a 
high fever, frontal headache and dull pain in the 
right upper quadrant of the abdomen. Between Jan- 
uary 17 and January 27 his temperature ranged be- 
tween 39.4 and 40°C., (103 and 104° F.). During 
this period he was given 1,000,000 units of penicillin 
by the ship’s purser and his temperature receded slight- 
ly but he remained febrile. His ship arrived in Phila- 
delphia on February 11 and he was removed to a hos- 
pital. At that time his temperature was ranging be- 
tween 37 and 38.6°C., (98.6 and 101.5°F.). He was 
studied for several days but no diagnosis could be 
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reached and he was given penicillin and quinine with- 
out relief. Finally, on February 26 he was transferred 
to this hospital by stretcher for further care. 


The patient was a small Filipino who appeared acute- 
ly ill and showed evidence of marked weight loss. 
Temperature 37.3°C., (99.2°F.), pulse 102, respira- 
tions 20. There was no icterus. The head and neck 
showed no significant findings. The lungs were clear 
and resonant. The heart was normal except for in- 
creased rate. The abdomen was scaphoid without 
visible abnormalities. The liver was found to extend 
about 5 cm. below the right costal margin, was firm, 
regular in outline, and was diffusely tender. The 
spleen was not palpable and there were no other areas 
of tenderness in the abdomen. 

Routine urinalysis was negative. Blood Kline and 
Kahn reactions were negative. Hemoglobin was 10 
grams, and red cell count 3,520,000. The white cell 
count was 14,250 with 79 per cent neutrophils and 21 
per cent lymphocytes. -The corrected sedimentation rate 
(Wintrobe) was 27 mm. per hour. Agglutination reac- 


CASE 13., 7.0.0. ACUTE AMEBIC HEPATITIS 
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Graphic summary of hospital course showing prompt 
response to emetine. 
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tions for typhoid, paratyphoid, Proteus OX19 and 
Brucella abortus were negative. Heterophil antibody 
titer was negative. Stool specimen showed no cysts, 
ova, or parasites. Several blood smears showed no 
malaria parasites. 


Shortly after admission to the hospital his tem- 
perature rose to 40°C., (104°F.) and over the next 
few days showed a wide daily swing with peaks at 
about 39.7°C., (103.5°F.). Repeated blood cultures 
showed no.growth. Four additional stool examina- 
tions were negative and proctoscopic examination showed 
no lesions. X-ray and fluoroscopy of the chest showed 
the lung fields to be clear. The right dome of the 
diaphragm was elevated but was smooth in contour 
(Fig. 2). There was definite restriction of its motion 
on deep inspiration. A blood specimen taken the day 
after admission for the complement fixation test for 
amebiasis was reported positive on the twelfth hospital 
day. The patient was started on emetine hydrochloride, 
one grain daily. Within 48 hours there was a definite 
change in the temperature curve and within 3 days the 
patient’s temperature was essentially normal for the 
first time in 7 weeks. At this time one stool was reported 
to show occasional cysts of E. histolytica. Five previous 
stools had been reported negative. 


After the temperature had remained essentially nor- 
mal for 5 days and while the patient was still re- 
ceiving emetine he rather suddenly showed a sharp rise 
of temperature to 40.5°C., (105°F.). There was no 
evidence of other change in his condition; x-ray of 
the chest was negative and blood cultures taken sub- 
sequently failed to show growth. He was given both 
penicillin and sulfadiazine empirically, and the tem- 
perature dropped to normal within 3 days. There- 
after, the temperature remained normal, the liver grad- 
ually decreased in size, and the tenderness disappeared. 
The patient began to gain weight, and the remainder 


Fig. 2, Case 13 
Showing the smooth, rounded right dome of the diaphragm 
which was 4.5 cm. above the left and was relatively 
immobile on fluoroscopy. 


Fig. 3, Case 4 
Showing a diffusely marked liver with the right side of 
the colon displaced downward and to the left. 
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of his hospital course was uneventfu. All stool ex- 
aminations subsequent to therapy were negative. 

He received a total of 10 grains of emetine which 
was followed by a course of “diodoquin.” One sub- 
sequent complement fixation test for amebiasis was posi- 
tive on March 10, the day emetine was started. Un- 
fortunately, other specimens were not obtained for the 
test and we have no knowledge of how long the re- 
action remained positive. 


The findings indicated an acute, diffuse in- 
volvement of the liver due to E. histolytica which 
continued its tempestuous course for nearly 2 
months before specific therapy was instituted. 
Despite the long course there was no evidence 
of localization of the process in the liver. The 
response to emetine was dramatic except for an 
unexplained short febrile period. In retrospect 
it appears that emetine therapy should not have 
been delayed once amebiasis was suspected. The 
positive result of the complement fixation test 
was responsible for the patient’s receiving spe- 
cific curative therapy. 


Case 4—Acute Amebic Hepatitis (Fig. 3). R. B., 
a 31-year-old Norwegian seaman, was admitted to the 
hospital on April 26, 1944, complaining of pain in his 
right side. He had been well until 4 days prior to 
admission when he experienced a sudden sharp pain 
over the lower lateral costal cage on the right. The 
pain was present intermittently and was exaggerated 
by coughing or deep breathing. He had noted some 
fever and 2 days before admission had mild nausea 
associated with vomiting. 


The patient had had diarrhea intermittently for 2 
months, but there had been none for the previous 2 
weeks. At the onset some blood was noted in the 
stools. On the day of admission the diarrhea re- 
curred and he had 3 loose stools without blood. 


The patient was a well developed and well nourished 
young man who appeared acutely ill. Temperature 
39.5°C., (103°F.), pulse 110 and respirations 22. 
The patient was splinting the right lower chest and 
supported it with his hands on turning in the bed. 
The lungs were clear but breath sounds were dis- 
tant over the right lower lobe. The abdomen showed 
some muscle spasm in the right upper quadrant. The 
liver was definitely enlarged and tender. ‘The remainder 
of the examination was essentially negative. 


Hemoglobin was 12.6 grams, red blood cells 4,500,000, 
white blood cells 15,400 with 88 per cent neutrophils, 
8 per cent lymphocytes, and 2 per cent monocytes. 
Urinalysis was negative. Reactions to Kline and Eagle 
tests were negative. Stool cultures and examinations 
were negative for amebae on several occasions. Proc- 
toscopic examination revealed a few small areas of 
redness with slight superficial ulceration. Scrapings 
from these lesions were negative for amebae on both 
direct examination and culture. X-ray showed the 
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lung fields clear but the right dome of the diaphragm 
was slightly elevated and its excursions were definitely 
restricted. X-ray of the abdomen showed diffuse en- 
largement of the liver (Fig. 3). The complement 
fixation test for amebiasis was positive. 

The patient ran a moderately febrile course with 
daily temperatures to about 38.3°C. (101°F.) during the 
first few days in the hospital. When the result of 
the complement fixation test was reported, he was 
started on emetine. Within 24 hours his temperature 
reached normal, his liver tenderness decreased, and 
there was a rapid improvement in his condition. He 
remained afebrile, gained weight, and the diarrhea 
ceased. The patient was given 12 grains of emetine 
which was followed by carbarsone. He was discharged 
from the hospital on May 30, 1944. 

He was readmitted to the hospital on June 14, 1944. 
He had been well until the day of admission when 
he noted recurrence of pain beneath the right costal 
margin. Examination revealed slight tenderness over 
this area but no enlargement of the liver. Laboratory 
studies including 12 stool examinations, blood count, 
and proctoscopy were negative. However, the com- 
plement fixation test for amebiasis was positive. He 
was given 6 grains of emetine followed by carbarsone. 
He appeared well and was discharged on June 29, 1944. 


The patient was readmitted on August 6, 1947, for 
a check-up. He had been well since last hospitalization. 
Blood counts, liver function studies, 3 stool examina- 
tions, and proctoscopic examinations were all negative. 
The complement fixation test was also negative. No 
therapy was thought indicated, and he was discharged 
August 18, 1947. 


This case is of particular interest because of a 
suggestion of recurrence of acute amebic hepati- 
tis only 3 weeks after emetine and carbarsone 
therapy; further therapy seemed indicated in 
view of his continued positive complement fixa- 
tion test. Recheck 3 years later revealed no 
evidence of disease and a negative complement 
fixation reaction. 


Case 1—Chronic Amebic Hepatitis. A. S., a 22-year- 
old Dutch seaman, was admitted to the hospital on 
March 19, 1943, complaining of pain in the right side 
and right shoulder. He had been feeling weak and tired 
for more than a year. About 3 months before admission 
he began to notice some aching pain in the lower right 
costal region. The pain continued almost steadily. He 
noted weight loss and profuse night sweats. For 2 
weeks prior to the onset of his pain he had profuse 
watery diarrhea, but there had been no further in- 
testinal symptoms. The pain in the right costal region 
continued and about 1 month before admission the pain 
began to radiate to the right shoulder. He lost about 
30 pounds of weight during the illness. 


The patient was lying quietly in bed and appeared 
chronically ill with evidence of much weight loss. His 
temperature was 37°C. (98.6°F.), pulse 92, respirations 
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29, and blood pressure 100/70. There was no icterus. 
The lung fields were clear, but there was some splinting 
of the right lower chest on deep inspiration and there 
was a dorso-lumbar scoliosis with the convexity to the 
left. The liver was enlarged, firm, and diffusely tender. 
The remainder of the examination was not significant. 


Kline and Eagle tests were negative. Urinalysis was 
negative. Red blood cells were 4,800,000, hemoglobin 
12.5 grams, and white blood cells 12,100 with 74 per 
cent neutrophils, 24 per cent lymphocytes, and 2 per 
cent monocytes. Blood culture showed no growth. Stool 
culture for pathogenic organisms and several stool ex- 
aminations for amebae were negative. Teleoroentgeno- 
grams revealed that the lung fields were clear; the 
right dome of the diaphragm was rounded and smooth 
but was 4.5 cm. higher than the left, and the liver was 
definitely enlarged. Complement fixation test for ame- 
biasis was positive. 

For the first few days in the hospital the patient 
showed an irregular temperature curve with peaks reach- 
ing 39.1° C., (102.5° F.). When the complement fixa- 
tion test for amebiasis was reported positive emetine 
was started, 1 grain daily. Over the next week the tem- 
perature gradually returned to normal and he was much 
improved symptomatically. The liver remained enlarged 
but was less tender. He received a total of 7 grains 
emetine which was followed by a 10 days’ course of 
carbarsone. The remainder of his hospital course was 
uneventful. His temperature remained normal; his 
appetite returned, and he gained 10 pounds in weight. 
A complement fixation test taken during convalescence 
was negative. He was discharged from the hospital on 
April 29, 1943. 


The long history of pain in the right side and 
the slow response of the liver to therapy is con- 
sistent with chronic amebic hepatitis. Generally 
speaking, the total dose of 7 grains of emetine is 
considered inadequate though in this instance 
the complement fixation test did become nega- 
tive and all evidence of clinical activity subsided. 
Unfortunately, this patient did not report back 


[ASE 7.,WPG, ACUTE AMEBIC ABSCESS OF LIVER WITH HEPATO-PLEURO-BRONCHIAL FISTULA 
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Clinical course of case of liver abscess with pleural in- 
volvement showing prompt febrile response after bronchial 
evacuation of abscess. 
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for post-treatment checkup and we have no 
knowledge of his subsequent course. 


Case 7.—Acute amebic abscess of the liver with hepa- 
topleurobronchial fistula. (Figs. 4, 5, and 6). W. P. G,, 
a 20-year-old merchant seaman, was admitted to the 
Tumor Clinic of this hospital with a tentative diagnosis 
of carcinoma of the lung on May 6, 1945. Approxi- 
mately 5 months prior to admission he became ill while 
aboard ship in Europe and was placed in an Army 
Hospital. At that time he had sudden sharp pain in 
the right lower chest, fever, and cough. X-rays were 
reported to show some changes in the right lower lung. 


Fig. 5, Case 7 
X-ray of chest on admission, showing accumulation of 
right chest with displacement of the heart 
to the leit. 


Fig. 6, Case 7 
X-ray appearance of chest after 1,940 c. c. of fluid was 
removed by three aspirations and an additional 1,000 c. c. 
= , evacuated through a spontaneous bronchopleural 
istula. 
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He was treated with sulfadiazine and penicillin; follow- 
ing treatment a slight drop in the temperature curve 
was noted. However, after 12 weeks’ treatment he 
remained febrile and there was no clearing of the lungs. 
He was then returned to this country and was subse- 
quently treated at an Army Hospital. Thoracenteses 
yielded some thick reddish-brown fluid which was nega- 
tive on culture. Bronchoscopy was negative and lipiodol 
bronchograms showed considerable distortion in the right 
lower lung. In view of these findings and the gradual 
downhill course, it was suspected that the patient had a 
neoplasm of the right pleura and lung and he was trans- 
ferred to the Tumor Clinic of this hospital. 


The patient was obviously seriously ill and showed 
evidence of extreme weight loss. Temperature was 38.3° 
C., (101° F.), pulse 120, respirations were 24 to 28 and 
blood pressure was 110/75. He was pale, perspiring 
profusely, and complaining of pain in the right chest 
and shoulder. The entire right chest was dull on per- 
cussion, and the heart was pushed to the left. Breath 
sounds were completely absent on the right, and vocal 
and tactile fremitus was greatly decreased. There was 
some tenderness over the lower right costal cage on 
compression and on firm percussion. The liver extended 
about 4 cm. below the right costal margin, was smooth 
and regular in outline and definitely tender. There was 
no icterus. The remainder of the examination was 
essentially negative. 

The blood Kline and Eagle tests were negative. Red 
cell count 3,500,000, hemoglobin 9 grams and white cell 
count 20,000 with 74 per cent neutrophils, 23 per cent 
lymphocytes, and 3 per cent eosinophils. Several stool 
examinations were negative, but an occasional stool on 
direct examination and one stool culture were positive 
for E. histolytica. Complement fixation test for ame- 
biasis taken on May 12, 1945, was positive. X-ray of 
the chest showed a diffuse area of increased density 
obscuring the entire right lung field up to the level of 
the second rib (Fig. 5). The heart and mediastinal 
structures were pushed to the left. 


Immediately after admission the patient was started 
on penicillin which was continued for the first 10 days 
in the hospital (Fig. 4). Three thoracenteses yielded 
1,940 c. c. of reddish-brown fluid which was so thick 
that it could hardly be aspirated through a 14-gauge 
needle. The fluid showed no growth on culture for 
pathogenic bacteria or amebae, and examination of the 
sediment revealed no tumor cells. 

The patient was desperately ill with a temperature 
fluctuating between 37.7 and 39.1° C., (100 and 102.5° 
F.). He was given several blood transfusions and was 
placed in an oxygen tent. On the sixth hospital day the 
Tumor Service felt that there was insufficient evidence 
of tumor and he was seen by a medical consultant. The 
likelihood of amebiasis was suggested; a blood specimen 
for complement fixation was taken, and emetine was 
started, one grain daily. The complement fixation test 
was subsequently reported positive and the patient was 
transferred to the Medical Service. Following the insti- 
tution of emetine therapy there seemed to be a gradual, 
slight improvement, but the temperature, pulse, and 
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respirations remained elevated. On the fourth day after 
emetine was started he suddenly began to expectorate 
large quantities of tenacious, odorless, reddish-gray 
sputum. The quantity was so great during the first few 
hours that it was feared the patient might asphyxiate 
despite oxygen and intermittent aspiration of the bron- 
chial tree. Within 48 hours he had coughed up more 
than 1,000 c. c. of material and x-ray revealed a large 
pneumothorax on the right with almost complete col- 
lapse of the lung (Fig. 6). It was noted, however, that 
an area of increased density remained over the lower 
lung where it was adherent to the diaphragm. 


Following the evacuation of the abscess there was a 
slow but gradual improvement. The temperature reached 
normal within a few days and remained down. The 
lung gradually expanded over the next several weeks and 
there was a progressive increase in strength and weight. 
He received a total of 12 grains of emetine which was 
followed by “diodoquin” for 20 days. All stools were 
negative for amebae after July 1, but the reaction to the 
complement fixation test remained positive, the last test 
having been made on July 27, 1945. He was discharged 
from the hospital August 20, 1945, and we have no 
knowledge of his subsequent course. 


This case demonstrates clearly the course of 
events which commonly occur in the event of an 
acute amebic abscess of the liver which is not 
recognized and does not receive specific therapy. 
It is interesting to note that the complement 
fixation test was still positive 314 months after 
specific therapy was begun and after spontaneous 
bronchial evacuation of the abscess. It is re- 
grettable that further observations on the course 
of the complement fixation are not available. 


Case 12——Acute amebic abscess. J. T. G., a 57-year- 
old physician, was admitted on February 25, 1947 for a 
check-up relative to a previously discovered amebic 
abscess of the liver. About September 1, 1946, while 
on duty in China he began to notice intermittent 
diarrhea. On September 17 the diarrhea became per- 
sistent and was associated with bright red blood in 
the stocls. He became acutely ill on September 23 with 
vomiting, high fever, and pain in the right upper quad- 
rant of the abdomen which radiated through to the 
back. He received penicillin for 7 days without im- 
provement, and then an exploratory laparotomy was 
performed. The liver was deeply congested, and over 
the dome of the right lobe was a tumefaction meas- 
uring 6 cm. in diameter which was adherent to the 
diaphragm. This was presumed to be an amebic abscess 
and was not disturbed. The abdomen was closed with- 
out further manipulation. He was given one grain of 
emetine daily for 11 days with marked clinical improve- 
ment. Over the next 4 months he was given 2 further 
courses of emetine (total dose unknown) and several 
courses of “vioform.” He continued to have low-grade 
fever and slight intermittent discomfort over the right 
lower chest until about January 15, 1947. 
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The patient was a well developed and a_ well 
nourished 57-year-old white man who was ambulant 
and did not appear ill. Temperature, pulse and respira- 
tions were normal. The only significant finding was 
slight compression tenderness over the region of the 
liver. The liver was not palpable. 

Blood Kline and Kahn tests were negative. Urinalysis 
was negative. Hemoglobin was 15 grams and white cell 
count 5,500 with a normal differential count. Sedimenta- 
tion rate was 7 mm. per hour (Wintrobe). Five direct 
examinations and 3 cultures of the stool for amebae 
were negative. Culture was also negative for patho- 
genic bacteria. A series of liver function tests yielded 
normal results. X-ray of the chest was negative. Two 
proctoscopic examinations were negative, and 2 com- 
plement fixation tests for amebiasis were negative. Oral 
cholecystogram revealed an apparently normally func- 
tioning gallbladder which contained a single large stone. 

On the basis of the negative clinical and laboratory 
findings further therapy was not deemed advisable. 
The patient was discharged from the hospital on March 
6, 1947, with the recommendation that he be rechecked 
every 3 months for one year. 

Subsequently the patient had an elective chole- 
cystectomy performed in another hospital June 16, 1947. 
At that time the liver was carefully explored and noth- 
ing was found except a few adhesions over the dome of 
the liver on the right. 


This patient had a proved amebic abscess of 
the liver 4 months prior to coming under our 
observation. He had intensive therapy, but ran 
a low-grade fever and had some pain over the 
liver until shortly before he was seen here. On 
the basis of essentially negative clinical findings, 
negative laboratory findings and 2 negative 
complement fixation tests, no therapy was given. 
The correctness of this decision apparently was 
proved by a laparotomy for another cause 4 
months later. 


Case 11—Chronic Amebic Abscess of the Liver (Figs. 
7, 8 and 9). J. I. M., a 32-year-old clerk-typist, a 
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Fig. 7 
Temperature response following specific therapy with 
characteristic flare-up following aspiration. 
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native of Colombia, South America, was admitted to 
the hospital on April 12, 1946, complaining of pain in 
the right chest and shoulder, fever, and loss of weight. 

Past history revealed that in 1943 while in South 
America he had diarrhea. A diagnosis of amebiasis was 
made and he was treated with emetine. He improved, 
but 5 months later he first noticed fever and pain in 
the right lower chest and shoulder. He was again treated 
with emetine but continued to have recurrences until 
September 1945, when an amebic abscess was drained 
through an anterior incision. After recovery from this 
procedure he remained well until about 5 weeks prior 
to admission. He again noted a constant dull aching in 
the right lower chest and shoulder associated with fever, 
anorexia, weight loss, and general malaise. 


Fig. 8, Case 11 
Deformity of right side of diaphragm due to chronic 
amebic abscess of liver. 


Fig. 9, Case 11 


Localized bulging of right dome of diaphragm, due to 
chronic amebic abscess of liver. 
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The patient was a young Latin American who ap- 
peared chronically ill and showed evidence of weight 
loss. Temperature was 37.5° C., (99.5° F.), pulse 90, 
respirations were 22 and blood pressure was 118/74. 
There was a slight lag of the right lower chest on deep 
inspiration. The breath sounds were distant at the right 
base but of normal character. There was compression 
tenderness over the region of the liver, but the liver was 
not palpable. There was no jaundice. The remainder of 
the examination was essentially negative. 

The blood Kline test was positive, the Kahn was 2 
plus, and quantitative Eagle was 1:2. Hemoglobin was 
10.3 grams, red cell count 3,674,000, and white cell count 
15,700, with 76 per cent neutrophils and 24 per cent 
lymphocytes. Sedimentation rate 34 mm. per hour (Win- 
trobe). Urinalysis was negative. Nine stool examina- 
tions were negative for amebae. X-rays of the chest 
showed a 3 cm. localized elevation of the right dome of 
the diaphragm in the medial and anterior portion (Figs. 
8 and 9). Complement fixation test for amebiasis was 
positive. 


During the first few days in the hospital there was 
a slight elevation of temperature with peaks up to 
37.7° C., (100° F.). On the third hospital day emetine 
was started, one grain daily for 7 days (Fig. 7). On 
this regime the temperature dropped to normal but the 
patient continued to complain of pain in the right chest 
and shoulder. The emetine was followed by “diodoquin.” 
Liver aspiration yielded only 6 c. c. of thick, pale green 
material. He was subsequently given 11 grains more of 
emetine, carbarsone for 10 days, and “diodoquin” for 
20 days. A second aspiration was attempted but was 
unsuccessful. He gradually gained strength and weight 
and x-ray revealed a decrease in size of the localized 
elevation ot the diaphragm. A repeat complement fixa- 
tion test for amebiasis was positive on June 9, 1946. 
He was discharged on June 24, 1946, to return in 6 
weeks for further study. 

The patient returned on August 2, 1946, stating that 
he had been feeling well and had no complaints. Physical 
examination still showed the lag of the right lower chest 
but nothing else of note. The stools and 2 proctoscopic 
examinations were negative, but the complement fixa- 
tion test for amebiasis was still positive. The sedimen- 
tation rate was 24 mm. per hour (Wintrobe), and the 
white cell count was 12,900 with 56 per cent neutrophils, 
43 per cent lymphocytes and 1 per cent eosinophils. 
X-ray showed a further decrease in size of localized 
elevation of the diaphragm. 


Despite these findings it was decided to observe this 
patient further witheut additional treatment. He was 
discharged from the hospital on August 14, 1946. There 
is no direct information relative to the subsequent 
course of his illness, but since this was an Employees’ 
Compensation case it is believed that any further 
difficulty would have been reported. 


The history in this case leads one to believe 
that the patient had amebic involvement of the 
liver with abscess formation for at least two and 
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possibly four years before he was seen. In- 
tensive therapy with emetine, carbarsone, and 
“diodoquin” resulted in clinical improvement but 
4 months later there was laboratory evidence 
suggestive of continued activity of the process 
and the complement fixation test was still posi- 
tive. However, it was decided to observe his 
subsequent course and no therapy was given. 
Insofar as is known he has remained well. 


RESULTS 


The results of the clinical application of the 
complement fixation test for amebiasis in 15 
cases of amebic hepatitis and liver abscess are 
shown in Table 1. , 


In the first place, it should be noted that of 
the 14 cases in which stools were examined, 
only 3 were positive for E. histolytica before 
treatment was started. However, 3 additional 
cases had positive stools subsequent to the in- 
stitution of specific therapy. Thus, 6 of 14 
cases showed positive stool examinations at some 
time during their clinical course. 


The results of the complement fixation tests 
are extremely interesting. Two of the 15 cases 
were first seen by us after they had received 
specific therapy elsewhere. Therefore, no pre- 
treatment complement fixation results are avail- 
able. One of these, Case 2, was treated in an- 
other Marine Hospital two years previously with 
emetine, carbarsone, and aspirations. The pa- 
tient was referred to our hospital because of 
some persistent pain over the lower right costal 
region. There was no clinical evidence of any 
active infection. Because of a death in his fam- 
ily, he left the hospital before the positive com- 
plement fixation reaction was known. Had he 
remained he probably would have received fur- 
ther specific therapy. However, a check on this 
man 3 years later, in 1947, revealed that he was 
well, working regularly and had had no sig- 
nificant illness since his hospitalization. A com- 
plement fixation test has not been obtained 
since 1944. The second case, Case 12, seen 
only after treatment, is described above in de- 
tail. In this case, complement fixation when 
first performed (5 months after therapy was 
started) was negative. 

The remaining 13 cases were seen, and blood 
for complement fixation tests was obtained prior 
to any specific therapy. Ten of the 13 showed 
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a positive reaction on the first and all subse- 
quent tests prior to treatment. Two others 
(Cases 3 and 5) gave negative reactions (false 
negatives) on the first test, but subsequent tests 
within a few days and before specific therapy 
was begun gave positive reactions. One other 
case gave a negative reaction on the initial test. 
Unfortunately, this test was not repeated at 
any time during the course of his illness. This 
case (Case 9) showed a fairly typical clinical 
picture which was consistent with an acute ame- 
bic hepatitis, and the stools showed E. histoly- 
tica on 2 of 10 examinations. The response to 
specific therapy was much slower than is usually 
seen, but it was felt that this was an authentic 
case of amebic hepatitis. 


All of the negative tests prior to treatment 
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(Cases 3, 5 and 9) were performed during 1945 
and actually 2 of these were performed on 
the same day. It was subsequently found that 
the antigen used on these occasions lacked anti- 
genic potency. Consequently these sera were 
subjected to retesting at a later date with a 
potent antigen. Upon retesting, 2 of the sera 
(Cases 5 and 9) gave definitely positive re- 
actions; however, the serum from Case 3 re- 
mained negative. 

There are no cases on record in our hos- 
pital in which a positive complement fixation 
test was subsequently proved to be without basis 
(false positive). 


DISCUSSION 


Recently, increasing attention is being de- 


Stools Exams for 


Complement Fixation Tests 


| 6 8 g Clinical Diagnosis Ameba—Before Treatment Before Treatment After Treatment 
Treatment Results Result Time Elapsed 
1 22 W Chronic amebic hepatitis 2 negative Emetine positive negative 1 week 
' Carbarsone 
2 38 Cc Chronic amebic abscess 1 negative Emetine positive 2 years 
Carbarsoney 
Aspirations 
3 17 WwW Acute amebic hepatitis 3 negative Emetine | 1 negative 
1 questionable “Diodoquin”’ 1 doubtful- 
1 positive positive 
4 31 W Acute amebic hepatitis 7 negative Emetine positive negative 3 years 
1 questionable Carbarsone 
5 18 Acute amebic abscess 3 negative Emetine 1 negativet negative 4 weeks 
“Diodoquin” 1 positive 
3 aspirations—250 c. c. 
6 18 W_ Acute amebic abscess 3 negative Emetine positive positive 11 weeks 
1 questionable “Diodoquin” 
3 aspirations-—240 c. c. 
7 20 W_ Acute amebic abscess with 1 negative* Emetine positive positive 10 weeks 
hepato-pleuro-bronchial “Diodoquin” 
fistula 
8 38 Cc Acute amebic hepatitis 1 negative Emetine positive negative 8 weeks 
“Diodoquin” 
9 34 W_ Acute amebic hepatitis 1 negative Emetine negativet 
2 positive “Diodoquin”’ 
10 28 Ww Chronic amebic hepatitis None examined Emetine positive 
il 32 Ww Chronic amebic abscess 1 negative* Emetine positive positive 16 weeks 
“Diodoquin” 
Aspiration—6 c. c. 
12 57 W Acute amebic abscess 4 negative Emetinet negative 20 weeks 
convalescent “Vioform” 
13 43 WwW Acute amebic hepatitis 1 negative* Emetine positive 
“Diodoquin”’ 
14 35 Acute amebic abscess with 1 negative Emetine positive negative 5 weeks 
hepato-pleuro-bronchial “Diodoquin” 
fistula 
15 64 WwW Acute amebic hepatitis 1 positive Emetine positive 
“Diodoquin” 


“Indicates all cases in which positive stools were obtained at some time subsequent to institution of treatment. 
tIndicates cases treated elsewhere, therefore no pretreatment complement fixation test available. 
tThese reactions were falsely negative since retesting with a potent antigen gave positive reactions. 


Table 1 
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voted to investigation and study of the immunol- 
ogy of parasitic diseases. It is generally ac- 
cepted that infection with animal parasites pro- 
duces only a low grade antibody response. This 
factor and the employment of impure antigens 
in the serological tests affects the reliability of 
the diagnostic method. Nevertheless, when im- 
proved technics are employed with adequate con- 
trols, the results are surprisingly accurate. 


The impression gained by the student in our 
medical schools is that the identification of E. 
histolytica is relatively simple; yet there has 
been disagreement among experts as to identifi- 
cation of ameba even when examining the same 
slide. Therefore, emphasis on the competency 
of trained laboratory personnel cannot be over- 
stressed. Because of the difficulty of stool 
examination and the fact that a small per- 
centage of cases with amebic involvement oi 
the liver show positive evidence of intestinal 
infection, a simple, reliable serological test for 
amebiasis would be welcomed. 


Our experience with the complement fixation 
test has led us to place a great deal of credence 
in it, especially when the reaction is positive. 
Naturally, such a test cannot be considered 
pathognomonic of amebic hepatitis since it is 
commonly positive in intestinal amebiasis, and 
this condition might be nothing more than a 
coexisting condition. The same is true of a 
positive stool finding of E. histolytica. How- 
ever, if the clinical picture is consistent with 
amebic hepatitis or liver abscess, the complement 
fixation test is far more reliable than a history 
of diarrhea, stool findings, or proctoscopic ex- 
amination. As a matter of fact, it is more re- 
liable than a combination of these factors. 


It has been our experience that in asympto- 
matic cases of intestinal amebiasis (“carriers”) 
the complement fixation test is not so reliable as 
fecal examination; but in amebic hepatitis this 
test has given very encouraging results even 
though amebae were not recovered in the fecal 
examinations. In cases where stool examinations 
failed to reveal amebae and where the com- 
plement fixation test gave positive results, clin- 
ical improvement was obtained when emetine 
therapy was instituted. 

Dolkart and Hedges!® have recently re- 
ported an incidence of amebiasis of 3.5 per 
cent in a group of individuals in Chicago with 
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digestive tract symptoms. In a group of 100 
patients 5 (or 5 per cent) of the individuals ex- 
amined gave positive complement fixation tests. 
They reported no false positive reactions and 
concluded that “certainly a positive test must 
be taken seriously although a negative com- 
plement fixation test does not rule out the in- 
fection.” 

It has not been determined accurately how 
long a complement fixation test will remain 
positive after therapy and clinical quiescence 
of amebic hepatitis. That point is under study 
at the present time. However, from study of 
the available data we have found the test to 
become negative in a few cases within 1 to 3 
weeks; while in another instance the test re- 
mained positive for as long as 2 years after 
therapy and yet this patient remained well when 
followed for 3 years longer. It appears probable 
that the test will generally remain positive long- 
er in cases of amebic liver abscess than in cases 
of simple hepatitis without abscess. 


Though there is a lack of adequate supportive 
data, we have come to depend upon the com- 
plement fixation test for some prognostic value 
in amebic hepatitis. It has been noted that the 
antibody titer drops more rapidly in instances 
where there is a prompt response to therapy 
than in those cases which respond more slowly 
to emetine. If there is clinical quiescence of 
the disease and yet the complement fixation test 
remains positive, this is not necessarily an in- 
dication for further specific therapy. However, 
the continuation of a positive serological test 
suggests that the patient should be continued 
under observation. 


SUMMARY 


(1) The results of the complement fixation 
test in 15 cases of amebic hepatitis and liver 
abscess are presented. 

(2) Ten of 13 cases showed positive comple- 
ment fixation tests on the initial and all other 
tests prior to therapy. 

(3) Three cases gave a negative reaction on 
the initial test. However, 2 of these sera showed 
a positive reaction when retested with a potent 
antigen. The third remained negative. 


(4) No definitely false positive reactions were 
obtained. 


(5) The duration of the antibody titer after 
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adequate therapy in amebic involvement of the 
liver is uncertain. 


(6) Incomplete observations suggest that this 
serological test may have prognostic as well as 
diagnostic value. 
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THE ANESTHETIC MANAGEMENT OF 
PATIENTS DURING VAGOTOMY, 
DORSAL SYMPATHECTOMIES AND 
OPERATIONS UPON THE 
ESOPHAGUS* 


By Lioyp H. Mouser, M.D.* 
Washington, D. C. 


The anesthetic management of patients dur- 
ing vagotomy, dorsal sympathectomies and op- 
erations upon the esophagus, presents problems 
almost identical with those of any thoracic sur- 
gical operation, except that frequent tracheo- 
bronchial aspiration is not a great problem in 
these patients. In handling patients in this 
category, a simple, well planned method for 
anesthetic and operative care must be adopted 
if uniformly good results are to be obtained. 

The importance of inhalation anesthesia in 
all of these cases is to be stressed for it is the 
firm belief of the author that spinal anesthesia 
has no place in the management of patients 
during thoracic surgical procedures. The routine 


*Read in Section on Anesthesiology. Southern Medical Associa- 
be Forty-First Annual Meeting, Baltimore, Maryland, November 
6, 1947. 
Clinical Professor of Anesthesiology, George Washington Uni- 
‘versity, Washington, D. C. 
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at the George Washington University Hospital 
is to mildly sedate all patients the evening be- 
fore operation so that they will be assured of 
an adequate night’s rest. The following morn- 
ing, a small dose (usually 114 grains) of “nem- 
butal” or “seconal” is given two hours before 
operation. One and one-half hours before op- 
eration, small doses of morphine and atropine 
are given. Rarely do these doses exceed 1/6 
grain of morphine and 1/200 grain of atropine. 


The patient is brought to the operating room 
and careful induction is carried out by the ad- 
ministration of “pentothal” sodium, intraven- 
ously. After the patient has lost consciousness, 
a mask is placed on his face and 80 per cent 
nitrous oxide or ethylene and 20 per cent oxygen 
are given. Ether is slowly added to the system. 
As soon as ether vapors can be detected, the 
anesthetic gas is turned off and induction is 
continued with ether and oxygen. When the 
patient’s reflexes have been completely obliter- 
ated, an assistant places a fifteen-gage needle 
into one of the easily accessible veins, usually 
in the ankle, and a slow drip of 5 per cent 
glucose in water, or blood, is started. A second 
fifteen-gage stiletted needle is placed in another 
vein and strapped tightly into place, to be used 
in case of emergency. 


As soon as the patient has been brought into 
first plane, third stage anesthesia, an endotrach- 
eal catheter with inflatable cuff is placed in 
position and the catheter connected directly to 
the anesthesia machine. If the patient is to 
have vagotomy, a Wangensteen tube is inserted 
into the esophagus. This procedure is omitted 
in cases of resection of the esophagus or lumbar 
dorsal sympathectomy. 


The patient is now placed in the correct 
operating position. We use the lateral position 
for resection of the esophagus and for vagotomy. 
If the patient is to undergo lumbar dorsal 
sympathectomy, a semi-prone position is chosen, 
care being taken not to splint the patient’s 
chest and not to break the table. It is very 


important to guard against sandbags and pil- 
lows which might splint the chest and alter 
the patient’s respiratory volume. If the patient 
is to have vagotomy or resection of the esopha- 
gus, a transthoracic approach is used. In order 
to prevent rapid collapse of the lung, about 
five or six centimeters of positive pressure is 
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kept in the anesthesia system until the pleura is 
opened. Two or three minutes after the pleura 
is entered, the lung is allowed to collapse slowly. 
In most instances the mediastinum will stabilize 
and the tidal volume will be sufficient to main- 
tain complete blood oxygenization. If the patient 
shows the slightest sign of respiratory embar- 
rassment, respiration is supported by intermit- 
tent pressure on the rebreathing bag, coordina- 
ted with the patient’s respiratory effort. Con- 
trolled respiration is never used. After the ex- 
posed lung has been collapsed for five minutes 
or more, about four or five centimeters positive 
pressure is again added to the system. 


During any operative procedure on the lower 
two-thirds of the esophagus, the posterior medias- 
tinum is entered. The pleura is in very close 
proximity to the esophagus at this point and 
the surgeon takes great care to avoid entrance 
into the opposite pleural cavity. However, the 
anesthetist must be alert at all times to pre- 
vent bilateral pneumothorax, in the event that 
both pleural spaces are opened. This condition 
can be prevented if constant positive pressure 
is maintained throughout the operative time. 
This will assure expansion of the lung on the 
unoperated side even though the pleural cavity 
is entered, but will not be enough pressure to 
re-inflate the lung on the side operated upon. 
Accidental entrance into the opposite pleura 
during vagotomy or resection of the esophagus 
will usually be recognized by the surgeon im- 
mediately. 


Following vagotomy or resection of the esoph- 
agus, the lung is re-expanded completely by 
using gently increased pressures in the anesthe- 
sia system. The lung will come up slowly and 
complete re-expansion can be maintained with 
about five or six centimeters of water pressure. 
This re-expansion must be maintained until the 
chest wall has been completely closed. 


During lumbar dorsal sympathectomy there 
is danger of the opposite pleura’s being entered, 
allowing unrecognized bilateral pneumothorax 
to develop. Most operations for resection and 
removal of the dorsal sympathetic chain, ganglia 
and splanchnics are carried out through a pos- 
terior incision. An attempt is made to do a 
completely extrapleural procedure, but in our 
experience, the pleural cavity on the operated 
side is entered at least 50 per cent of the time. 
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In this event, we prefer that the surgeon allow 
the opening to remain until the operation is 
completed, closure to be done immediately pre- 
ceding closure of the chest wall. 


If the procedure involves resection of the 
splanchnic nerves the danger of entrance into 
the opposite pleura is greater than if only the 
sympathetic chain is to be removed. Such an 
accident is not easily recognized and is quite 
apt to result in disaster if even a small opening 
is made. Small quantities of air may enter 
the pleural cavity with each respiratory effort, 
resulting in pneumothorax. This condition 
usually can be recognized clinically by dis- 
tressed respiratory efforts. Here again, such an 
accident can be prevented by maintaining con- 
stant positive pressure in the breathing bag dur- 
ing the time the chest is open. 


A brief review of the mediastinum (inter- 
pleural space) will illustrate the points already 
covered. The mediastinum lies between the right 
and left pleura in and near the median sagittal 
plane of the chest. It extends from the sternum 
anteriorly to the vertebral column posteriorly, 
and contains all of the thoracic viscera excepting 
the lungs. It is divided into: (1) the superior 
mediastinum, which is that portion above the 
level of the pericardium; (Fig. 1) (2) the an- 
terior mediastinum, which is the portion im 
front of the pericardium; (3) the middle medias- 
tinum, which contains the pericardium and its 
contents; and (4) the posterior mediastinum, 
which contains the thoracic portion of the 
descending aorta, the azygos, the two hem- 
iazygos veins, the vagus and splanchnic nerves, 
the esophagus, the thoracic duct and some lymph 
nodes. The superior mediastinum may concern 
us in the occasional operative procedure in- 
volving removal of the upper dorsal sympathetic 
chain and ganglia. However, in the present dis- 
cussion, the chief concern is with the posterior 
mediastinum, the close proximity of the two 
pleural spaces, and in showing the relationship- 
of the anatomic structure to death during ex- 
trapleural resection of the splanchnic chain. 


A cross section of the trunk at the level of 
the sixth thoracic vertebra shows the pleural 
spaces to be separated by the width of the 
vertebral body (Fig. 2). A cross section through 
the level of the eighth thoracic vertebra illus- 
trates a much narrower mediastinum with a re- 
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flection of mediastinal pleura on the right, ex- 
tending to the midpoint of the vertebral body 
(Fig. 3). During an extrapleural resection of the 


Fig. 1 
Showing a cross section through the superior mediastinum 
at the level of the third dorsal vertebra. Note that the 
superior mediastinum is very narrow at this point. En- 
trance into the superior mediastinum may result in 
perforation of the parietal pleura on the opposite side. 


Fig. 2 
Taken at the level of the sixth dorsal vertebra this shows 
the two pleural spaces separated by a rather broad 
posterior mediastinum. 


Fig. 3 

A cross section at the level of the eighth dorsal vertebra 
showing the narrowness of the posterior mediastinum in 
this area. A reflection of the right parietal pleura is 
almost to the midpoint of the vertebral body. Entrance 
ef the posterior mediastinum on the left at this level 
might easily result in entrance into the right pleural 
space. 
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splanchnic nerves the pleura is pushed away from 
the body of the vertebra on its lateral side and 
the posterior mediastinum is opened, frequently 
to the midpoint. The distance between the mid- 
point of the mediastinum and the opposite pleura 
at this level is short and the opposite pleural 
space may be entered very easily. 


It may be possible that one pleural space or 
the other will communicate directly with the 
posterior mediastinum, due to an anomalous em- 
bryological development. In such an instance 
an opening into this space would allow free 
entry of air into the pleural cavity. 


To support my theory, two fatalities are presented 
which occurred in Washington hospitals during the 
past year. The first patient was a thirty-two-year-old 
colored woman. Preoperative blood pressure was 
190/120. After complete medical evaluation and care- 
ful preparation for surgery, she was anesthetized with 
“pentothal” sod‘um, nitrous oxide, oxygen and ether. An 
endotrachael catheter was put into the trachea and the 
patient placed on the operating table in the prone 
position. Pillows were placed under the patient’s 
abdomen and chest, and the table was flexed in order 
to give the surgeon maximum exposure. A_ hockey 
stick incision was made over the right posterior chest 
extending from the eighth rib, five centimeters from 
the midline, distally to a point one centimeter below 
the twelfth rib, then laterally to a point midway be- 
tween the tip of the twelfth rib and the anterior 
superior spine. 

The pleura was accidentally opened and the lung 
was allowed to collapse. Moist packs were used to 
keep the lung from re-expanding. The dorsal chain, 
including the splanchnics, was removed from the seventh 
dorsal vertebra downward to the diaphragm. The 
lumbar chain and ganglia were then located through 
a splitting incision of the diaphragm and the first 
three ganglia were removed. During the latter part 
of the operation the patient’s respiration deteriorated 
progressively. Attempts were made to aspirate the 
tracheobronchial tree in order to remove any ob- 
struction present, but no foreign material was en- 
countered. The wound was closed rapidly because of 
the patient’s condition. At this time the patient’s 
blood pressure and pulse could not be obtained and 
after a few laborious respiratory efforts, she stopped 
breathing and was pronounced dead fifteen minutes 
later. An autopsy was performed and the pathologist 
reported that nothing was revealed except bilateral 
collapse of the lungs. 


The second patient was a twenty-year-old colored 
woman admitted with a blood pressure of 230/140. 
The patient was hospitalized and studied for several 
days prior to operation. On the morning of operation 
she was given 1/6 grain of morphine sulphate with 
1/200 grain of atropine, one and one-half hours before 
operation. Anesthesia was induced by 150 milligrams 
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of sodium “pentothal” followed by nitrous oxide, oxy- 
gen and ether. An endotracheal catheter was passed 
and the patient placed in the lateral position on the 
operating table. A hockey stick incision was made 
on the right posterior chest. The pleura was accidental- 
ly opened. During dissection of the dorsal sympathetics, 
the patient suddenly developed an obstructed type of 
respiration and an attempt was made to aspirate the 
tracheobronchial tree but only a small amount of mucus 
was obtained. Soon after the attempted aspiration, 
blood pressure and pulse could not be obtained although 
labored respiration continued for about two minutes. 
The patient was pronounced dead about fifteen min- 
utes later. Autopsy was done on this patient with 
negative findings as to the cause of death, except for 
bilateral pneumothorax. 

In neither of these patients was an accidental 
entrance into the opposite pleura anticipated or 
recognized and no thought was given to this 
possibility at the time of postmorten examina- 
tion. Consequently the opening into the op- 
posite pleura was not noted by the autopsy sur- 
geon. Your attention is called to these two 
cases in order to emphasize as strongly as pos- 
sible the necessity of maintaining positive pres- 
sure throughout the time the chest is open, 
in procedures such as vagotomy, dorsal sympa- 
thectomies and operations upon the esophagus. 
If the opposite pleura is accidentally entered, 
it may go unrecognized and death from bilateral 
pneumothorax may occur. 


DISCUSSION (Abstract) 

Dr. Donald Stubbs, Washington, D. C—One of the 
outstanding advances in the field of surgery in recent 
years has been the development of teamwork between 
the surgeon and the anesthesiologist. Teamwork im- 
plies a knowledge on the part of each member of the 
objectives of the others. In operations where the 
chest is opened by intent or accident it is essential 
for the anesthesiologist to know something of the 
surgical hazards. 


Dr. Mousel’s experience in the field of surgery is 
an important prerequisite to his doing this kind of 
work adequately in teamwork with the surgeon. The 
anesthetist needs to be a knowing member of the 
team, not merely a technician concerned with a single 
aspect of the problem. 


Dr. Paul R. Dumke, Philadelphia, Pa—I should 
like to ask Dr. Mousel if there are any recent ad- 
vances in the treatment of cardiac irregularities that 
may come up during thoracic surgery, some of the 
reflexes that are set up, if there is any new drug that 
he is using, what dose of atropine or scopolamine he 
uses that might block some of these reflexes. 


Dr. F. Irby Stephens, Baltimore, Md—Dr. Mousel 
emphasized the need for positive pressure during sym- 
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pathectomy. Here in Baltimore most of the sympa- 
thectomies are done by neurosurgeons who insist upon 
using coagulators, but I like to use the closed system 
when the coagulator is being used. I should like to 
know what Dr. Mousel thinks about that. 


Dr. Mousel—I cannot give an intelligent discussion 
of the means used to control cardiac irregularities 
during thoracic surgical procedures. I will give you 
my impressions on this subject for whatever they 
are worth. There are men in the audience who have 
had a great deal more experience with a variety 
of anesthetic agents within the last few years than I, 
who have worked with drugs used to control cardiac ir- 
regularities, particularly during cyclopropane anesthesia. 
I am not using cyclopropane for thoracic surgery pa- 
tients. The cardiac irregularities that were mentioned 
are almost never observed if ether-oxygen anesthesia 
is being used. I wish to repeat a statement I made a 
number of years ago. “I have never seen a single in- 
dication for injecting the hilar structures with pro- 
caine to prevent or overcome vagal reflexes. I have 
never seen, in the thoracic surgery patient, severe re- 
flex action due to manipulation of the lung or the 
hilar structures, except of course, the reflex cough.” I 
do believe that if anesthetic agents of somewhat greater 
toxicity than ether are being used, cardiac irregularities 
will occur. 

The work of Burnstein and others in the use of 
procaine intravenously during surgery within the chest, 
and particularly surgery on the heart, is very worth- 
while. Undoubtedly procaine can and will control 
many of these reflex conditions. Many years ago Dr. 
Howard Burchel worked with procaine and its effect 
upon cardiac muscles. I regret that none of the men 
who have written on the use of procaine for this 
purpose have credited Dr. Burchel for his original 
work. 

Dr. F. Irby Stephens asked about the use of coagu- 
lators during thoracic surgical procedures. We use 
coagulator units to control bleeding of the chest wall, 
but our surgeons cooperate with us completely and do 
not use coagulating instruments once the chest is open. 
If surgeons insist upon using coagulator units within 
the chest, probably non-explosive agents such a “pen- 
tothal” sodium could be used, although I have had no 
experience with the use of “pentothal” during major 
intrathoracic resections. 


Dr. Perry P. Volpitto, Augusta, Ga. — Any irregulari- 
ties that we have met with cyclopane we found usually 
could be controlled by decreasing the concentration 
of the agent. In our experience we see no cardiac 
standstill. Regardless of the agent we have employed, 
we have run into certain hypertensive phenomena 
that could not be explained on the basis of either blood 
loss or deficiency in circulating volume, and in these 
hypertensive states the pulse was slow, the pressure 
was low, and the patient appeared in relatively good 
condition. 

We were interested in the thrombotic possibilities 
afterwards. We have maintained those patients with the 
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use of small doses of “neosynephrin” throughout; plasma 
and crystalline substances failed to maintain the pressure. 


Dr. Mousel (closing)—We have had experience in 
maintaining normal circulating blood volume in our 
patients during sympathectomy for hypertension. It 
has been our custom to watch the surgeon closely and 
as soon as he starts resecting the sympathetic chain we 
give a small dose of ephedrine intravenously. Usually 
5 to 10 milligrams will sustain the blood pressure within 
normal limits. Occasionally the dose will have to be 
repeated within one-half hour. If “neosynephrin” is 
used for this purpose, the action may be more sustained. 


CYTOLOGY: A DIAGNOSTIC METHOD IN 
EARLY CARCINOMA OF THE CERVIX* 


By Rosert E. Serpets, M.D., F.A.C\S. 
Columbia, South Carolina 


Carcinoma of the cervix can be diagnosed 
before either symptoms or signs suggest the 
possibility to patient or physician. This state- 
ment could not have been made prior to the 
publication by Papanicolaou and Traut! of their 
monograph detailing the results of years of re- 
search. Their observations have been confirmed 
by other workers in both published and un- 
published material. 


At the outset of this discussion we must make 
clear that few cytologists are willing to make 
a final diagnosis of malignancy and authorize 
radical treatment on the cell smear alone except 
under special circumstances. Cytology must be 
regarded as a diagnostic aid of a high degree 
of accuracy when all the conditions necessary 
for the proper obtaining and staining of material 
have been fulfilled and when the cytologist 
himself is competent to make such diagnoses. 
Positive cytological findings should always be 
checked by biopsy; in the absence of symptoms 
or of signs, if the biopsy is negative, repeated 
cytologic studies should be made; if malignant 
cells continue to appear in the spreads, repeated 
biopsies from different areas should be taken. 
When biopsies continue to be negative and the 
smear is positive, definitive treatment as of a 
proven carcinoma must be decided for each case 
individually as will be discussed later. 


“Chairman’s Address, Section on Gynecology, Southern Medical 
Association, Forty-First Annual Meeting, Baltimore, Maryland, 
November 24-26, 1947. 


*From the Bob Seibels, Jr., M. D. Memorial Laboratory. 
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When there is no visible lesion of the cervix 
suggesting an area from which the biopsy should 
be taken, blind biopsies often fail to include 
the malignant area; so that negative biopsy is 
not necessarily final evidence of the absence of 
malignancy when the cytologic smear shows 
anaplastic cells. Similarly, if the cervix shows 
definite areas suggestive of malignancy and re- 
peated smear studies show no malignant cells, 
biopsy should be done to check the accuracy of 
the negative report from the cytology depart- 
ment. We must not let our enthusiasm for 
cytologic diagnosis persuade us that it is the final 
answer in the decision as to the presence of a 
malignant or benign growth. It may not be 
substituted for clinical acumen nor for other 
diagnostic aids of accepted worth, but it is an 
accessory diagnostic measure of proven worth. 


Failure of the clinician to realize that this 
is the attitude of the cytologist has led him to 
suppose that cytology has assumed exclusive 
rights in the field of diagnosis, a claim that no 
cytologist has made nor will he sustain. I think 
the position of the cytologist may be expressed 
as: “We find malignant cells in these spreads. 
We do not believe that normal tissue can pro- 
duce malignant cells. However, it is for the 
clinician to find the source of these malignant 
cells before proceeding with radical treatment 
either by surgery or ray therapy.” 


The clinician or pathologist of experience will 
admit that a blind biopsy or even one taken from 
a suspicious area may miss by a few millimeters 
(or by one-half the circumference of the cervix! ) 
the area of new growth. They know that the 
pathological report can be based only on the 
particular sections taken from the block, and 
unless the block has been cut to pieces, the car- 
cinomatous change may exist deeper in the block 
and may be found in subsequent cutting.? On 
the contrary, it must be constantly recalled that 
the cytologist is getting cells from the entire cir- 
cumference of the cervix and however small the 
lesion, it can produce neoplastic cells to be 
found in the stained spreads which only the 
most conscientious, thorough and perhaps serial 
sections of the cervix will discover.? Fortunately, 
a few pathologists of special gynecologic train- 
ing and thinking have emphasized the im- 
portance of and necessity for biopsies “around 
the clock” and complete sectioning of each 
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block,* but, unfortunately, the large majority 
of pathologists and clinicians are content with a 
negative diagnosis from one or two sections from 
a single block. 


The first great contribution of cytology, then, 
is that through its use carcinoma of the cervix 
can be primarily diagnosed in its incipient stage. 

The repeated finding of anaplastic cells in 
spreads from the cervix keeps the clinician alert 
and impels him to repeated examinations and 
biopsies until he can content himself that the 
cytologic diagnosis is wrong and these are not 
true carcinoma cells, or as more often happens, 
that he has missed the area of malignancy. It 
has been shown that carcinoma of the cervix 
can remain latent over a number of years*® so 
that the patient is perfectly safe in the hands of 
a Clinician who is following this program. Spreads 
may be taken as frequently as he wishes, even 
daily, without great cost or inconvenience to the 
patient, and he may thus keep the patient under 
surveillance, taking biopsies from time to time 
and thereby remaining constantly on the alert 
for the development of positive changes. For 
though the cytologist has reported malignant 
cells and the biopsy is negative, a patient is 
running no more risk from waiting under these 
circumstances than had there been no cytologic 
studies. It is for the clinician to decide whether 
he should continue his conservative treatment 
if cytology alone points to cancerous change and 
repeated, thorough biopsies are negative or 
decide upon a more radical handling of the prob- 
lem if other factors throw their weight in- 
creasingly toward definitive treatment. 

When the clinician and the cytologist are ‘the 
same person, a combination of a study of the 
spreads and of the patient permits the assign- 
ment of diagnostic values to the spreads beyond 
those we have enumerated. 

The second great contribution of cytology is 
to maintain acute interest on the part of the 
Clinician in the patient with malignant cells in 
the spreads but no other evidence of malignancy. 

In our teaching of patients to have examina- 
tions at stated intervals, and most of us now 
agree that every six months is the minimum, we 
have hitherto been conscious of the limitations 
upon our abilities to diagnose cancer of the 
cervix before symptoms or signs appear. We 
have all had the depressing experience of hav- 
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ing patients present themselves with well de- 
veloped cervical growths within a distressingly 
short time after our inspections and palpations 
have revealed no evidence of neoplastic change. 
Cytology studies and the increasing use of mul- 
tiple sections of biopsy or operative specimens 
have forced upon our consciousness the fact that 
carcinoma of the cervix from its inception to the 
full blown stage does not develop like fire in 
a paint factory. As has been said before, we 
know there may have been a latent period of 
weeks, months or years, when there is no visible 
evidence of its presence until some unknown 
factor precipitates rapid growth beyond the con- 
fines of the external os. We have often won- 
dered, I am sure, when we looked at the cervix, 
palpated, illuminated it with special light and 
painted it with so-called selective stain, all with 
negative results, whether this would be one of 
those patients who in a few months or more 
would be found to have developed an advanced 
lesion. Cytology studies are increasingly giving 
us confidence that laboratory evidence of a high 
degree of accuracy is available to find an early 
lesion or to permit us to assure the, patient that 
she is free of malignancy. 


The third contribution of cytology is a diag- 
nostic aid of 98.5 per cent accuracy,® in the 
semi-annual examination of the cervix. 


In a large series of cases studied for the years 
1936-1945, inclusive, there was found the same 
six months wasted by patients after the onset 
of symptoms in the last year that there was in 
the first year of the survey, and there was no 
appreciable difference noted in the stage of 
neoplastic growth at the two ends of the period. 
In other words, in ten years no progress had 
been made in discovering the lesion in its in- 
cipient or early stage.’ 


We believe that the ease with which this 
cytology test may be taken by any physician 
and the low cost attached to staining and in- 
terpreting the spreads may be a factor in teach- 
ing people to have an examination at stated and 
frequent (six months) intervals. Based on such 
a program we are confident that a similar study 
will in five years show entirely different figures. 
The wide spread use of routine serologic tests 
on large numbers of persons have made ad- 
vanced tertiary syphilitic lesions clinical curiosi- 
ties: we are convinced that analogous results 
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may be achieved through routine cytology 
studies on a wide scale. 


One of the problems in persuading women to 
have semi-annual examinations has been the 
making of diagnostic facilities accessible to a 
large number of people. Diagnostic centers are 
reasonably readily set up in cities with good hos- 
pitals or clinic facilities, but since the great 
majority of the population lives away from such 
facilities, and their coming to these centers, even 
if it were feasible, would swamp their facilities, 
it is doubly out of the question. Material for 
cytology studies can be obtained by any phy- 
sician or attendant capable of exposing the 
cervix or even by the patient herself if trained 
personnel is not available. It is not necessary 
for her to leave her immediate locality in order 
to have the advantage of these studies, thus 
reducing the crowding of clinics or diagnostic 
centers and eliminating the question of travel. 
When cytology centers are sufficiently well 
manned to take care of the volume of work, this 
diagnostic aid will become accessible to -any 
woman, wherever she lives, without loss of time 
from her work, hospital expense or long travel. 
It is in line with the practice of modern diag- 
nostic methods in taking the facilities to the 
patient, rather than requiring the patient to 
travel to the facility. We can thus envision 
that a semi-annual check on the activities of 
the cells of the squamo-columnar junction will 
be available to every woman, wherever she may 
live. 


The fourth contribution of cytology is in mak- 
ing a laboratory diagnostic aid accessible to 
women in their own localities. 


In radium and x-ray therapy directed toward 
carcinoma of the cervix our dosage has been to 
a large extent empiric and we have had to rely 
almost entirely on inspection and palpation to 
decide whether further ray therapy was indi- 
cated. Biopsy is often inconvenient, expensive 
and, therefore, not made full use of as a check 
upon adequacy of treatment. Cytology as has 
been well shown offers a most convenient and 
inexpensive check on the progress and the treat- 
ment of the disease. The cells both normal and 
malignant show definite changes due to radia- 
tion effect and daily or weekly stained spreads 
may be studied and thus the clinician may have 
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reliable information upon which he may base 
his plans and procedures. 


The fifth contribution of cytology is the check 
it affords on radiation therapy. 


One of the decidedly harmful activities of 
manufacturers has been that in their zeal to sell 
the stains their representatives have been in- 
clined to give the physician the idea that anyone 
capable of pouring some different colored liquids 
in and out of bottles thereby becomes a cy- 
tologist. Many clinicians have embarked upon 
cytologic examinations and have been dis- 
couraged by the apparently contradictory find- 
ings; and feeling that its usefulness has been 
overrated, have given it up in disgust. The truth 
is, cytology is as distinct a specialty as mi- 
croscopic pathology and cytologists feel that it is 
as difficult a subject to learn. The microscopic 
pathologist bases his opinion on the pattern, the 
polarity of the cells, the tendency of the neoplasm 
to invade and the reaction resulting from these 
invasive tendencies. The cytologist must base 
his conclusions on the nucleus, its variation in 
shape, size and staining reaction. Good nuclear 
staining is essential to a proper interpretation and 
to achieve this the technologist must be alert to 
changes in the dye, as well as variations in dif- 
ferent spreads in their acceptance of the dye. 
It is estimated that one year of constant study 
under expert supervision is a minimum to fit 
the most apt medical technologist to become a 
cytologist and that three months is the minimum 
for a well trained microscopic pathologist to 
become a cytologist. Thus it is obvious that 
this is not a test easily fitted into the activity 
of every laboratory and the use of the stains 
cannot make every physician or technician a 
finished cytologist. This warning is not uttered 
in any desire to discourage interest in cytology 
on the part of physicians or laboratory tech- 
nicians but to emphasize the difficulties in this 
special study and warn the unwary that it is a 
highly specialized microscopic specialty and the 
pitfalls in diagnosis are many and varied. 


Fortunately, it is not necessary that every 
laboratory should be equipped to carry out these 
studies any more than every laboratory must of 
necessity be qualified to carry out serology tests 
for syphilis or some of the unusual agglutiniza- 
tion tests. A well equipped cytology laboratory 
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can serve a large territory, and meanwhile can 
be training technologists or physicians in the 
science so that ultimately centers can and will 
be established in many localities. The central 
laboratory in the board of health of the states 
is an ideal place for the staining and interpre- 
tation of cytological tests on a state-wide basis, 
and the same is true of teaching institutions and 
community hospitals, but it cannot be too fre- 
quently or too strongly emphasized that ade- 
quate and complete training of the cytologist in 
charge is the first step in setting up such a 
center, and without the supervision of such a 
cytologist the results are bound to be disastrous. 

A physician or nurse trained in exposing the 
cervix may obtain and make the spreads and 
mail them to a center for staining and interpre- 
tation. The technic for this as devised by Ayre? 
follows: 


THE MAILING TECHNIC OF MAKING CYTOLOGY 
SPREADS 


Instructions to the Patient—She should not take a 
douche or tub bath or use any vaginal medication for 
twenty-four hours before the spread is taken. We have 
found in addition to giving the patient these directions, 
she should be questioned, as many of them forget in- 
structions and take a douche or do something else 
shortly before coming to the office, and it is a waste 
of time to take a spread under these circumstances. 


Method of Obtaining the Spread—Preceding bimanual 
examination a bivalve speculum is inserted into the 
vagina without any lubrication. Any lubrication may 
cause interference with the staining reaction. Following 
adequate exposure of the cervix a wooden tongue de- 
pressor blade* is used to dip some of the vaginal secre- 
tions out of the posterior fornix. A thin spread of this 
is made on a slide with a minimum of rubbing. The 
blade is then carefully dried and is pressed against the 
cervix and rotated so that cervical secretion is obtained. 
This is spread similarly on a slide, the area covered 
being about the size of a postage stamp. The slides are 
dropped while still wet into a solution of equal parts 
of 95 per cent alcohol and ether. An ordinary paper 
clip attached to the slide will keep the slides from 
sticking together while in the alcohol-ether mixture. 

The slides should remain in the alcohol ether at least 
twenty-four hours without harm to the cells. After 
fixation the slides are lifted out of the mixture, but are 
not allowed to dry. Two drops of glycerin are put on 
the smear side of each slide and a clean unused slide 
put on top of it, pressed down firmly. The other slide is 
treated similarly. It is of the greatest importance not 
to allow the slide to dry once the secretion is put on it, 


*Specially shaped blades as recommended by Ayre may be 
obtained from the Clay-Adams Company, 44 East 23rd Street, 
New York 10, N. Y. 
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either before putting it in the alcohol-ether mixture or 
afterwards. 

The history sheet is placed in the mailing container 
with the slides, which are then sent to the laboratory. 


The following case reports are offered to 
illustrate some diagnostic contributions made by 
cytology. 


Case 1—A white widow of 56 requested examination 
on November 30, 1946, as to her blood pressure as her 
mother had died of a stroke at the same age, and she 
had recently been dizzy. Her periods had ceased six 
years before after having gradually disappeared, the 
intervals lengthening and flow decreasing, with never 
any intermenstrual bleeding. The vaginal mucosa was 
atrophic and red, the cervix sharing in this general 
redness. The cervix was firm, smooth. The canal was 
open. The uterus was small. There was a large cystocele 
and rectocele and partial prolapse. Her general physical 
examination was otherwise negative, except for obesity 
and what appeared to be essential hypertension. 

The spreads showed cells and clumps easily recog- 
nizable as malignant cells: the nuclei varied in shape, size 
and staining reaction with marked chromatin activity 
(Fig. 1). A blind biopsy was taken arbitrarily at three 
o’clock as there was no lesion in the cervix to act as a 
guide. Sections of this biopsy showed definite invasive 
epidermoid carcinoma (Fig. 2). She was recommended 
to have hospitalization and study for determination of 
the treatment best suited to her. This advice being 
undesired, she sought the services of an internist who 
told her that she was perfectly normal. In spite of this 


Fig. 1 
Typical malignant cells. 
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reassurance, she sought a third physician who took a 
blind biopsy from another area which showed no malig- 
nancy. Knowing our findings, he recommended hyster- 
ectomy on account of the prolapse and the operative 
specimen showed that our original biopsy had removed 
over one-half the growth, leaving a small area of 
definite invasive epidermoid carcinoma. 


This case illustrates that diagnosis of cancer 
can be primarily made by cytologic study when 
it is in its incipient and entirely curable stage. 


Case 2—On September 8, 1948, a thirty-five-year-old 
white widow was seen for examination. She said that 
her periods had always been free and there had been 
no change except that her last period was one week 
early. She had been feeling unusually well and had 
gained ten pounds in the previous six months. The 
cervix was somewhat large and contained a few cysts. 
It was firm and smooth. The uterus seemed slightly 
enlarged. There was no restriction of the movement of 
the cervix or uterus. The first spreads taken showed 
hyperplasia, a few double nuclei and slight variation 
in nuclear size. Two weeks later she reported that she 
had had a slight colored discharge for two days. At 
that time many groups of cells with irregular shaped 
and sized and stained nuclei were found which we 
classed as malignant (Fig. 3). Biopsy was taken which 
showed hyperplasia but no anaplasia. She was given 
three milligrams of stilbestrol nightly for three nights 
to encourage desquammation of cells. Slides were taken 
after this which showed no change. In spite of the 
negative biopsy we felt that we had sufficient evidence 
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strongly to suspect carcinoma which together with 
prolapse justified hysterectomy and repair. Early intra- 
epithelial invasive carcinoma was demonstrated in the 
operative specimen (Fig. 4). 


This case illustrates the value of cytology in 


Fig. 3 
Note malignant cells. 


Fig. 2 
Biopsy specimen. 


Fig. 4 
Operative specimen. 
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maintaining the interest of the clinician in the 
patient with malignant cells in the spreads but 
absence of conclusive evidence of malignancy in 
the biopsy. 


SUMMARY 


The value of routine cytological studies of 
the cervix in relation to the detection of car- 
cinoma are: 


(1) Through this method the diagnosis may 
be primarily made when the growth is in the 
incipient stage and before the onset of symptoms 
or signs. 

(2) The positive cytological report main- 
tains the acute interest of the clinician in the 
patient, in spite of a negative biopsy, until the 
diagnosis is clarified. 

(3) The accuracy of the test is 98.5 per cent 
positive or negative when the cytologist is com- 
petent and conscientious and when repeated tests 
are made in suspicious cases, whether the sus- 
picion is aroused by the history, physical find- 
ings, or the appearance of the cells, and when 
the “selective method” (Ayre) of obtaining the 
material is used. 


(4) It is easily made accessible to patients in 
their own communities. 


(5) It may be a reliable check on the efficacy 
of ray therapy. 


CONCLUSION 


Microscopic pathologists, clinicians and editors 
have viewed with alarm the making of a diag- 
nosis of carcinoma of the cervix “from a single 
cell.” It is emphasized that the cytologist makes 
no such diagnosis but reports a finding of malig- 
nant cells and leaves it to the clinician to trans- 
late this report, either confirming or rejecting 
it by biopsy; and the treatment of the patient 
is left to his judgment. The limitations of 
biopsy are discussed. Two cases illustrative of 
the value of cytological diagnosis are presented. 

Acknowledgment is made and appreciation expressed 
for the staining of the cytologic specimens and for the 
excellence of the biopsy cuttings, all of which were done 
by Jeanie McGowan Holmes, M. T. The clear, care- 
fully focused microphotographs were made by Grenville 
Seibels, II, B. S. 
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THE PATHOLOGY OF EARLY 
CARCINOMA OF THE CERVIX. 
THE STATUS OF PREINVASIVE 
CANCER* 
A STUDY OF 155 CASES . 


By Epcar R. Punp, M.D. 
J. B. Netttes, M.D. 
Frep Dick, Jr., M.D. 

and 

E. S. CARDWELL, Jr., M.D. 

Augusta, Georgia 


Knowledge of the pathology of carcinoma of 
the cervix uteri from its incipiency to its full 
development is essential for diagnosis and for 
therapeutic approach. At the risk of triteness, 
I feel compelled to reiterate that, with our 
present knowledge of cancer, improvement in 
the cure rate is dependent upon an early 
diagnosis. In the prevention of cancer of the 
cervix trachelorrhaphy, conization and cauteriza- 
tion have proved valuable because cancer rarely 
arises in healthy tissue. We deprecate, however, 
prophylactic total hysterectomy, because of the 
fear of a mortality rate exceeding, equalling or 
approaching the incidence of cancer. 

The philosophy of pathology implies an under- 
standing of carcinogenesis, a correct interpreta- 
tion of the histology and the ability to recom- 
mend the best form of treatment in individual 
cases. Cooperation between the pathologist, 
radiologist and surgeon is therefore necessary. 
A mutual understanding of terminology is essen- 
tial and when a carcinoma is recognized, even 
before invasion, the pathologist must have the 


*Read in Section on Gynecology, Southern Medical Association, 
Annual Meeting, Baltimore, Maryland, November 
24-26, 1947 

*From the Department of Pathology, University of Georgia 
School of Medicine, Augusta, Georgia. 

*Aided by a grant from the American Cancer Society. 
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courage of his convictions to use the ominous 
name cancer and not vacillate with qualifying 
terms as the nondescript “precancerous” and 
“potential,” the dubious “carcinomatoid” and 
“blastomatoid” or the ambiguous “leukoplakic.” 
Nor should the pathologist be imperiled in his 
early diagnosis when, in the hands of the in- 
expert, radical surgery carries too high a mor- 
tality and radiation too many complications. It 
is true that the pathologist should be expected to 
advise as to treatment but it must be empha- 
sized that this advice anticipates expert therapy. 


PATHOGENESIS 


The majority of carcinomas of the cervix 
pass through three phases:' preinvasive, covert 
invasive and overt invasive. These may be con- 
sidered asymptomatic, symptomatic without 
clinical evidence, advanced symptomatic with 
advanced signs. The transition from preinvasive 
carcinoma to overt carcinoma may require sev- 
eral years and according to the statistics from 
our laboratory this period averages 12 years.? 


The Incipient Preinvasive Carcinoma.—We 
share the opinion of Schiller, Stephenson and 
Scipiades, TeLinde and Galvin, and Knight’ that 
the preinvasive carcinoma is truly a cancer and 
should therefore not be referred to as pre- 
cancerous,* blastomatoid,> a carcinomatoid 
change,° potential cancer.’ We shall devote much 
of this discussion to the controversial prein- 
vasive cervical cancers because they present a 
diagnostic problem, are frequently asympto- 
matic, occur in a younger age group! and are 
curable. The material for this study included 
86 cases in which the diagnosis was made from 
biopsy, 28 of which were followed by hyster- 
ectomy, and 69 additional uteri in which, upon 
routine pathologic examination, a preinvasive 
carcinoma was found. Of the 28 uteri examined 
after biopsy, remains of cancer were found 
in 17 and in three regenerating anaplastic 
epithelium was observed. In five of the re- 
maining eight cases, the endocervical epithelium 
had been destroyed by cauterization or radia- 
tion. In three the entire neoplasm had prob- 
ably been removed by biopsy or by surgical 
preparation. 


Squamous cell carcinomas arise in the endo- 
cervix at the squamo-columnar junction from 
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the basilar replacement cells which are normally 
found in this area.£ They share with meta- 
plastic squamous epithelium, which is com- 
monly observed, the same site and the same 
ancestor and here the relationship ceases. The 
difference is one of differentiation. If the pro- 
liferative basilar cells differentiate, metaplasia 
results; if they do not differentiate but assume 
vegetative: characteristics, a carcinoma ensues. 
The surface is commonly affected, but the 
glands may also be involved in both processes. 
The extension of the preinvasive carcinoma into 
the glands is often mistaken for invasion be- 
cause, as the anaplastic squamous cells prolif- 
erate, the normal columnar epithelium is under- 
mined and displaced inwards so that the lumens 
become narrowed. Careful study will show that 
the outermost neoplastic cells line the previous 
natural surface. We do not believe that ex- 
tension into the glands is an invasive process. 
Invasion only occurs when neoplastic cells break 
the barrier of the underlying stroma. 

The diagnosis of preinvasive carcinoma de- 
pends entirely upon cytologic details and the 
appearance will vary as much as the appearance 
of invasive carcinomas. In general the cytologic 
variations are: (1) nuclear hyperchromatism 
and vesicularity, (2) increase in the nuclear- 
cytoplasmic ratio, (3) variations in nuclear 
size, (4) absence of polarity or imperfect differ- 
entiation. Glycogenation and _ keratinization 
may sometimes be observed but the change is 
abrupt rather than gradual. The carcinoma 
may be limited to a small area or it may extend 
laterally and vertically to involve most of the 
endocervical canal and to.a less extent it may 
encroach upon the vaginal aspect of the cervix. 
The neoplastic cells appear more reluctant to 
displace the normal squamous epithelium than 
the columnar or metaplastic squamous epi- 
thelium of the endocervix.2 At times it appears 
multicentric. We have never been able to recog- 
nize a preinvasive carcinoma in a gross specimen. 


While we have adopted the term “carcinoma” 
for the above described condition, there are 
others who maintain that the name carcinoma 
should apply only to invasive growths. The fact 
that cures have been obtained by simple pro- 
cedures has been used to support this stand and 
conservatism has been recommended. We, how- 
ever, are firmly convinced that malignant neo- 


Vol. 41 No. 8 ' 


plasia can be recognized histologically in its pre- 
invasive state.. The evidence that these are 
incipient carcinomas is too obvious to reconcile 
with conservative treatment. This evidence is as 
follows: 


(1) Comparative Cytology.—The cells in pre- 
invasive carcinoma resemble, in all respects, the 
cells of invasive carcinoma. The cornifying, 
squamous and basilar types of invasive cancer 
are duplicated cytologically by similar kinds of 
preinvasive cancer. 


(2) Comparative Architecture—Early in- 
vasive carcinomas are frequently bordered by 
non-invasive epithelial involvement. We con- 
cur with Schiller? that when both preinvasive 
and invasive areas are demonstrable, the ex- 
tent of preinvasive carcinoma varies inversely 
with the amount of invasion. In other words, 
invasion may begin at one site and gradually 
destroy the entire preinvasive area. 


(3) Incidence—In a study of 1,200 uteri 
Pund and Auerbach? found an incidence of 3.9 
per cent. While this incidence does exceed the 
expected incidence of cancer, 1.5 per cent,!° it 
must be remembered that a total hysterectomy 
was elected because of cervical disease and a 
higher incidence of cancer would be anticipated. 
Then, too, because the average interval from 
preinvasive to overt invasive carcinoma is 12 
years, it is reasonable to presume that some of 
these patients would have died from other causes 
before the overt cancer developed. 


Our cases also parallel the incidence of car- 
cinoma in relation to parity and gravidity. Ac- 
cording to Pemberton and Smith!! cancer of 
the cervix is preceded by pregnancy in 90 to 97 
per cent of cases. In 102 of our cases of pre- 
invasive carcinoma, 99 occurred in women who 
had been pregnant and three in nulliparae; 94 
of the 99 had been delivered of one or more 
children while five had experienced miscarriages. 


Preinvasive carcinoma has been observed in 
a disproportionate number of pregnant uteri. We 
have examined the entire cervix of 37 pregnant 
uteri and found four preinvasive carcinomas, a 
percentage of 11. In addition there were sus- 
picious epithelial cells in two and a covert 
invasive cancer in one. We are aware of the 
basal proliferation which often occurs in cervices 
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during pregnancy and which was described by 
Schiller’? however the four preinvasive car- 
cinomas were unequivocal. We have collected 
information as to the date of the last pregnancy 
from the records of 69 patients with pre- 
invasive carcinoma. Four were pregnant; the 
last pregnancy occurred in less than a year in 
four cases, between one and two years in five 
cases, between two and six years in 14 cases and 
between six and ten years in ten cases; 54 per 
cent of the cases therefore developed within ten 
years of a pregnancy and 46 per cent more than 
ten years later. 


(4) Clinical Course—There have been sev- 
eral reports in the literature of invasive car- 
cinomas developing after a period of years fol- 
lowing the diagnosis of preinvasive carcinoma 
in patients who were inadequately treated or 
not treated at all. In our series of biopsies we 
have been able to gather data on the subsequent 
course of 27 patients (Table 1). Twenty-six 
were living and well from 10 months to 13 years 
and eight of these over six years. Twelve were 
treated with radium, hysterectomy was per- 
formed in six, cauterization was employed in 
six and the cervix was amputated in two. A 
33-year-old patient received no treatment and 
developed an overt carcinoma four years and 
seven months later which proved intractable to 
radiation therapy. 


Stephenson and Scipiades!’ reported the fol- 
low-up of 16 patients with preinvasive cancer, 
13 of whom were living and well from seven 


SUMMARY OF DATA ON 27 CASES OF PREINVASIVE 
CARCINOMA OF CERVIX 


No. of Years after diagnosis by biopsy 
12 Radium 2° 3-3 3 1 
6 Hysterectomy 1 1 2 1 1 
2 Amputation 1 1 
1 No treatment - 
Total 


*Diagnosis by biopsy. Developed clinical cancer proved by 
biopsy four years and seven months later. 


Table 1 


' 

| 

> 

1 

1 
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months to 17 years after radiation (six cases), 
trachelorrhaphies (four cases), cauterization 
(two cases) or amputation of cervix (one case) 
and seven had survived a period over six years. 
One has survived six years without treatment, 
but several biopsies were performed. In one, who 
had a single biopsy, a covert invasive cancer 
developed three years later and in another, in 
whom the cancer extended beyond the limits of 
the sections removed for repair, an overt cancer 
developed nine years later. Schmitz and Ben- 
jamin5 have reported nine cases of blastoma- 
toid changes of the cervix. Eight patients were 
treated with adequate radiation; one untreated 
patient developed an invasive carcinoma nine 
months later. In the series of 15 cases reported 
by Smith and Pemberton,'* 11 patients were 
treated by radiation, seven of whom are living 
one to five years later, and three over six years, 
while one developed an invasive cancer within 
10 months. In four untreated patients, in three 
of whom the diagnosis was made at the time of 
trachelorrhaphy and in one at biopsy, invasive 
cancer developed in four years nine months, six 
years, 12 years six months and four years re- 
spectively. 

Knight!5 has reported an interesting series of 
11 cases. Seven patients were adequately treated 
with radium and four were living and well one 
to three years and three over six years. One 
in whom the diagnosis was made from curettings 
died three years after radiation therapy. A patient 
was living and well four years five months after 
curettage. A patient who was inadequately 
treated with radium developed an invasive can- 
cer within five years and 11 months. In another 
patient a preinvasive carcinoma was observed 
in an amputated cervix and the neoplasm was 
still present in a biopsy five years later. In two 
patients with preinvasive carcinoma reported by 
Younge,'® invasion occurred two years two 
months and three years four months respec- 
tively after the biopsy. Taylor and Guyer!’ have 
reported a case of clinical cancer which de- 
veloped seven years after a biopsy in which the 
neoplasm was previously mainly preinvasive. 

Data on these 54 cases of preinvasive car- 
cinoma of the cervix reported in the literature 
and our 27 cases from Table 1 are summarized 
in Tables 2 and 3. These tables include only 
cases which were diagnosed before hysterectomy. 
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Fourteen of the 81 patients subsequently de- 
veloped invasive cancer and in one patient the 
preinvasive cancer persists five years after 
diagnosis. Of the 66 patients who have not 
developed invasive cancer 60 received adequate 
therapy. Four were evidently cured by trachel- 
orrhaphy, the entire neoplasm probably being 
removed at the time of repair. In one patient 
there is no evidence of cancer six years after 
biopsy; however, several biopsies were per- 
formed. It is possible that the neoplasm was 
completely removed by repeated biopsies. In- 
vasion however, may yet occur because only six 


SUMMARY OF DATA ON 66 CASES OF PREINVASIVE 
CARCINOMA WHICH HAVE NOT DEVELOPED 


INVASION* 
No. of Treatment Years after diagnosis by biopsy 
Patients —112 3456789 10 12 13 15 16? 
43 Radium 276 62726812 2 8 
8 Cautery 2335 1 
6 Hyster- ng 2 1 1 
ectomy 
Trachel- x. 3 3 
orrhaphy 
3 Amputa- 2 
tion 
1 Several 1 
biopsies 
1 Curettage 1 
T 


*26 cases from Table 1; 40 cases from the literature. 


Table 2 


DEVELOPMENT OF INVASIVE CANCER AFTER 
DIAGNOSIS OF PREINVASIVE CARCINOMA 
Data collected from Table 1 and from literature. 


No.of Treatment Years after diagnosis by biopsy 
2 Radium 1 1 
1 Inadequate 

radium 1 
6 Biopsies alone 1 
4 Trachelorrhaphy 1 1 ys 
2 Amputations 1 a 
Total 


15 2 1 1 1 
*Still present in biopsy. 


Table 3 


E 
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years have elapsed since the initial biopsy. A 
patient remains free of evidence of invasive 
cancer four years after curettage, a period of 
insufficient length to warrant conclusions. 

Invasive cancer did not develop in patients 
who were treated by hysterectomy or cauteriza- 
tion but did develop in 4.4 per cent of patients 
treated with adequate radium, in 20 per cent of 
patients with amputated services, in 50 per cent 
of patients with trachelorrhaphy and in 75 per 
cent of patients with biopsied cervices. Pre- 
invasive cancer was still present five years later 
in a patient who had a cervical amputation. 


It appears from Tables 2 and 3 that hyster- 
ectomy or cauterization would be the preferred 
therapy. We believe, however, that radiation 
would give equally good results because the two 
invasive cancers which developed after radia- 
tion therapy occurred within a short time after 
treatment and the carcinoma was therefore prob- 
ably more advanced than was indicated by the 
biopsy. Pund and Auerbach? have previously 
reported that preinvasive carcinoma is found 
in women at an average age of 36.6 years. We 
therefore prefer total hysterectomy in the ma- 
jority of patients and recommend preservation 
of the ovaries in the younger age groups. Thus 
the complications of radium are avoided. While 
statistically cauterization has proven efficacious, 
one must be mindful of the frequent extension 
of the cancer into the glands or cervical glands, 
and we agree with TeLinde and Galvin'® that 
“the glands seem to afford a favorite route for 
invasion of the underlying tissue.” 


The-Covert Invasive Carcinoma.—The aver- 
age age of patients with covert invasive car- 
cinoma in the series reported by Pund and 
Auerbach? was 42 years. It would therefore 
appear that the cancer may remain preinvasive 
Over an average period of six years before in- 
vasion ensues. Because the cancer originates in 
the endocervical canal, the invasive carcinoma 
may be concealed from view on vaginal examina- 
tion. That these arise frequently from pre- 
invasive carcinomas is well illustrated by 
Schiller? who found a greater extent of pre- 
invasive borders in the smaller invasive cancers. 
Our observations are confirmatory; in 12 con- 
cealed invasive carcinomas we noted a similar 
inverse relationship of preinvasive and invasive 
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cancer and further noted that in general in- 
vasion was more extensive in the older group. 
It is therefore clear that a diagnosis of pre- 
invasive carcinoma from a biopsy does not 
necessarily indicate that invasion is not present. 


It is essential to differentiate a non-invasive 
from an invasive carcinoma. We therefore believe 
that when preinvasive carcinoma is diagnosed 
by biopsy, curettage of the endocervix is indi- 
cated before hysterectomy is performed.!9 If 
the curettings indicate the absence of invasion, 
hysterectomy should be performed, otherwise 
the choice will lie between radical hysterectomy 
or radiation therapy. In our clinic radiation 
therapy is preferred. Because the covert in- 
vasive carcinoma is often not recognized clin- 
ically, we are convinced that supracervical or 
total hysterectomy should rarely be performed 
without a previous cervical biopsy and endo- 
cervical curettage.'? In our 12 cases of covert 
invasive carcinomas which were found in uteri 
after hysterectomy, the cancer was either not 
suspected or it was considered operable. We 
were able to collect data on five of these pa- 
tients. One died postoperatively because of in- 
volvement of the ureters, one of which was 
removed with the uterus. Two died from cancer 
10 months and six years respectively after opera- 
tion and two are living and well two and 18 
years respectively. , 

The extent of invasion may vary consider- 
ably. In the early cases the invasion may 
emanate from one small focus of preinvasion 
while in the late stages the whole endocervical 
canal may be surrounded by the carcinoma 
which may extend into the parametrium before 
breaking through the vaginal aspect of the 
cervix. 


The Overt Invasive Carcinoma.—The average 
age of patients with obvious cancer of the cervix 
is 48.6 years, twelve years later than those with 
the incipient preinvasive cancer and approxi- 
mately six years after invasion began.2 When 
the carcinoma grows sufficiently to produce a 
fungating mass at the external os or when the 
permeating neoplasm breaks through the vaginal 
portio, the carcinoma is usually recognized on 
examination. It is easy to conclude that overt 
cancer is late cancer and radium therapy is the 
preferred treatment. Diagnosis should always 
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be confirmed by biopsy because occasionally 
one of the infectious granulomas may be mis- 
taken for carcinoma.?° 


COMMENT 


Clinical carcinoma of the cervix is too often 
advanced cancer.2! In order to increase the 
number of cures it is necessary to detect the 
cancer in its earliest phase. Patients with early 
cancers are usually without symptoms. Although 
a preinvasive carcinoma can only rarely be sus- 
pected from clinical examination, it can be 
recognized histologically and its cure rate should 
approach 100 per cent. Biopsies are therefore 
necessary but it is hardly feasible to obtain 
biopsies from all women who subject themselves 
to routine physical examinations. The vaginal 
and cervical smear technic of Papanicolaou? 
offers a valuable means of detection and sev- 
eral reports have appeared in the literature in 
which preinvasive carcinomas have been de- 
tected in this manner.?> The positive films should 
be confirmed by biopsy and it must be re- 
membered that a single biopsy may fail to dis- 
close the cancer which may be revealed in sub- 
sequent biopsies or in cervical curettings.?* 
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DISCUSSION (Abstract) 
Papers of Dr. Seibels and Dr. Pund 


Dr. Emil Novak, Baltimore, Md.—During the past 
twenty years, certain new terms, especially that of 
so-called preinvasive carcinoma, have crept into our 
discussions of cervical cancer. While interest in this 
lesion dates largely from the publication of Schiller in 
1926, it had been described some years before then. 
The search for preinvasive and very early invasion 
stages of carcinoma has served a very valuable purpose 
in concentrating our attention upon the cervix, and 
biopsies are much more common than formerly. In our 
own laboratory, the total number of case specimens 
studied has been tripled in the past twenty years, but 
the number of cervical biopsies has been multiplied by 
fifty. 

In his paper of today, as well as in a preceding one, 
Dr. Pund emphasizes that epidermoid carcinoma is of 
endocervical origin. This is contrary to my own ex- 
perience, and also, I believe, to the general impression. 
While there are some exceptions, this form of cancer 
arises most characteristically near the junction of the 
cylindrical and squamous epithelia. 

I was also rather surprised at the large number of 
preinvasive carcinomas reported by Dr. Pund, and I 
wonder if the criteria of different pathologists in making 
such a diagnosis must not differ a good deal. I think 


it probable that our total material is considerably larger 
that Dr. Pund’s, but we have found nothing like so 
many preinvasive carcinomas. To justify such a desig- 
nation the whole thickness of the epithelium must be 
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replaced by cells histologically identical with those of 
outspoken invasive cancer. Many are now speaking of 
so-called “basal cell hyperactivity,” but in these cases, 
even though a moderate number of mitoses are found, 
other evidences of anaplastic activity are lacking. Many 
of these basal changes may well be of inflammatory 
or hormonal causation. 


Although the cells of preinvasive carcinoma are in- 
distinguishable from those of frankly invading cancer, 
they lack one important attribute possessed by the 
latter, and this cannot be determined by cellmorphology 
alone. I refer to the capacity of penetrating the base- 
ment membrane, and getting into the lymphatics. It 
is this property which is responsible for the infiltration 
and metastasis which makes carcinoma clinically malig- 
nant. A genuinely preinvasive lesion is by its very 
definition a benign one. If a patient develops a re- 
currence after removal of such a lesion, we can be sure 
that at some point it was invasive and not preinvasive. 


All the evidence we now have indicates that carcinoma 
probably begins as a preinvasion lesion, followed by a 
lag which may even be of many years, before the more 
decisive step of invasion which spells clinical malignancy. 
Viewed in this way, and including the precursory stage, 
the life history of cervical cancer may extend for a 
great many years instead of the two or three ordinarily 
thought of with untreated cancer. Moreover, the patient 
may die of some other disease before a preinvasive 
lesion becomes invasive. 

From a practical standpoint, it should be remembered 
that genuinely preinvasive lesions are rare. Further 
study of them will in the great majority of cases reveal 
the real thing, in the form of invasive areas, as has 
been shown in a recent study by Te Linde and Galvin, 
and others. 


Dr. Kenneth M. Lynch, Charleston, S. C.—Perhaps 
the position which I take may be justified as coming 
from a rather voluminous experience of nearly forty 
years in which there have passed, as one of my responsi- 
bilities, somewhere in the neighborhood of 300,000 or 
400,000 pathological examinations, of which tumors, of 
course, have made a large part; and among tumors, 
always, as here, cancer of the cervix occupies a con- 
spicuous position. 


You are here today in something of a critical mood, 
criticizing your own work and the work of others, 
not I think, as Dr. Carter expressed it, as a matter of 
controversy but as a matter of study and improvement 
of our knowledge and methods by which we have ac- 
complished much during the past thirty years. In your 
critical examination of your work as gynecologists, it 
appears to me that you have given rather more un- 
questioned credit to those of us whom you call or who 
may call ourselves pathologists or cytologists. Question 
perhaps should be raised there as well. 

Dr. Pund’s paper, which I was to discuss particularly, 
puts before us the very important question of early 
carcinoma, early enough to be [limited to an area 
which can be exercised or destroyed. That, of course, is 
the objective point in the handling of all malignant 
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lesions. In that, it is my belief that we here must 
be somewhat conservative. 

Dr. Calkins, I believe, called attention to the fact 
that we use a procedure and then discard it, and maybe 
twenty years later pick it up again, improve upon it, 
and use it again. I should like to call your attention 
to the history of a certain course of events in which we 
are now exhibiting increased and recurrent interest. 
Certainly twenty or twenty-five years ago, McCarty, of 
Minnesota, drew a great deal of attention, and occupied 
his time considerably with the matter of identification 
of a so-called malignant cell. That, of course, is the 
objective of all cytological studies until we have some- 
thing beyond morphological considerations to identify 
malignant disease. In the meantime, Dr. McCarty’s 
contributions, his drawing our attention to this matter, 
lapsed, perhaps disappeared from our minds. Now we 
have taken it up again. We are trying again to identify 
what we are calling malignant cells, and yet no one 
has, from that time up to the present, presented to us 
features upon which the so-called malignant cell may be 
indubitably identified. A cell in a certain phase which 
is not part of a malignant neoplasm cannot by any 
one feature or any group of features be positively 
differentiated from the malignant neoplastic disease 
cell. 


With our recent attention and our improvements 
upon what we have done in the past, we are bringing 
back for review something which perhaps had, still has, 
some important point in it, but I do not believe that 
we are at the time when we can say that a smear can 
take the place of a biopsy. Perhaps it may be a guide. 
It cannot take the place of biopsy because of the funda- 
mental condition that no one as yet has produced 
evidence for positive identification of the so-called 
malignant cell. We are all striving toward an improve- 
ment in diagnostic procedure and therapeutic procedure; 
and let us continue to use every possible method of 
study, every interest that we can muster, but let us 
not, as we go along, draw conclusions too soon. 


Dr. Henry C. Frech, Jr., Savannah, Ga—I would 
like to present an interesting case in vaginal cytology. 

This patient, a white woman, age 59, weighing over 
300 pounds, complained of a sero-sanguineous vaginal 
discharge of several days duration. Her last menstrual 
period had occurred some 15 years previously. She had 
had three normal spontaneous deliveries. Her children 
were all grown. A year previously she had had a left 
radical mastectomy for adenocarcinoma of the breast. 
Physical examination was negative except for a dis- 
charge from the cervical canal. A cytological slide using 
Papanicalaou’s technic was made and revealed cancer 
cells. A cervical biopsy, dilatation and curettage 
and endocervical curettage were all negative. The symp- 
toms persisted, the cytological slides were always posi- 
tive for cancer and so an exploratory laparotomy was 
done and bilateral adenocarcinoma of both ovaries was 
discovered. The slides from the pathological tissue and 
the cytological slides were closely similar. Careful study 
of the pathological slides revealed extension through the 
tubes. 
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When we encounter malignant cells in the cytology 
test we should search diligently for their source. 


Dr. M. Pinson Neal, Columbia, Mo.—I cannot let this 
discussion close without calling attention to the fact 
that there is practically a truism in the observation that 
women who do not give birth to babies, or who do not 
nurse their babies, have a higher incidence of cancer 
of the breast than those women who do; and equally 
true with this is the fact that the greater number of 
babies born, the greater the incidence of carcinoma of 
the cervix. Why? There must be a reason. 


I should like to see the interest of everyone turned 
to prophylaxis, using such knowledge as we have, rather 
than curative surgery after a carcinoma has developed. 
What prophylaxis can be applied here? One factor is 
the prompt repair of injuries such as cervical tears. A 
second possibility is the removal or correction of in- 
fection. A third is to facilitate normal as well as ab- 
normal uterine drainage. If these matters receive proper 
attention, irritation and the incidence of carcinoma of 
this particular location will be reduced. 

There has been very little consideration here of the 
Schiller test in the early diagnosis of carcinoma. Of 
course, the Schiller test is not a selective diagnostic one 
for carcinoma. It does call attention to lesions of the 
cervix that are crying for diagnosis and begging for 
corrective or curative treatment. The Schiller test should 
be regularly used by every one doing gynecology, and 
every one who is doing general medicine and who 
examines a cervix. 


The question finally in this problem of treatment of 
malignancies is in the diagnosis of a carcinoma. Each 
of the essayists and each man who has preceded me in 
this discussion has emphasized that the smear test is not 
in itself conclusive, or at least is very rarely so. The 
biopsy is the one ultimate, final, conclusive test. Some 
do not like the biopsy, but it is still the one means 
by which if the tissue is selectively chosen, the examiner 
is given material for making a gross and microscopic 
examination. I deplore the fact that pathologists are 
constantly being referred one slide, upon which they are 
asked to make a conclusive diagnosis. The pathologist 
should see the tissue and he should see the lesion in the 
patient prior to any operation or irradiation therapy. 


Dr. Karl John Karnaky, Houston, Tex—We have 
been studying cervicitis in a special Cervicitis Clinic for 
the past eleven years, and none of the 5,000 patients 
so far who have had cervicitis treatment has returned 
to the cancer clinic with cancer of the cervix. 


The prevention of cancer is more important than the 
cure, so if more coagulations, cauterizations and coniza- 
tions were done, the incidence of cancer of the cervix 
would be markedly reduced. All lesions of the cervix, 
no matter how small, should be treated until they are 
healed. These patients should be re-examined approxi- 
mately 6 months to one year later. 

Secondly, we have been studying smears for the de- 
tection of cancer for five years. I believe this method 
of cancer detection is here to stay, and that the smear 
should be considered an adjunct to biopsy and the 
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biopsy an adjunct to the smear. We have seen cases 
where the smear is positive and the biopsy is negative, 
and by more sections and repeated biopsies we were 
able to find cancer in its very early stage. Smears 
should not replace biopsy, but they indicate when a 
biopsy is to be taken. Smears are not indicated in a 
woman during or after the menopause with bleeding 
or with large ulcerated lesions of the cervix or in 
cases where the lesion appears cancerous by gross ex- 
amination. These patients are sent to the hospital to 
have a curettage and biopsy, and x-ray and radium are 
applied if cancer is diagnosed. 

Smears are useful in detecting very early cases, es- 
pecially pre-invasive cancer, grade I and II of cancer of 
the cervix, and adenocarcinoma of the endometrium 
before signs and symptoms appear. Smears, in our 
hands, have proved of definite value in the detection 
of early cancer. In my own private laboratory we are 
reading smears free of charge for any physician who 
wishes to send them to us. At present we have studied 
465 patients in our special free detection clinic. 


To avoid misunderstanding among physicians about 
the use of smears for the detection of cancer, it should 
be stressed that the smear is an adjunct to biopsy, and 
that if the smear is positive and the tissue negative, then 
repeated biopsies should be taken and serial sections 
should be done if necessary. This point is to be stressed. 
When I have talked at medical meetings and to doctors 
elsewhere and told them that we detected cancer of the 
cervix which had been missed on curettage, and that 
the patient had a normal looking cervix, they have 
often said: “Good, I wish I had such a case so I could 
do a Wertheim operation.” It seems to me that the 
doctor had Wertheim operation on his mind. Because 
I have seen several such cases, I am of the opinion that 
some patients who were thought to have cancer of the 
cervix were operated upon and a mediocre Wertheim or 
a complete hysterectomy was done thinking that this 
could cure this patient. Too many men are doing 
Wertheim operations for cancer of the cervix just be- 
cause there are papers in the literature about it. I per- 
sonally believe that until Wertheim operations have been 
studied 5 or 10 more years in charity clinics, they should 
not be done upon private patients. The Wertheim 
operation is still in the experimental stage and this 
should be emphasized. Otherwise many operations for 
cancer of the cervix will be done upon patients who 
should not have operations. 


We have set up a program to improve our technic 
in the detection of cancer smears, as follows: by the 
use of a small metal pharyngeal cannula, a smear is 
taken from the uterine cavity if the patient is not 
pregnant. With the same cannula, some secretion is. 
obtained from the cervical canal, the surface of the 
ulcer, if present, and from the entire circumference of 
the external os whether an ulcer is present or not. The 
secretion is blown from the cannula onto a clean, plain, 
properly labeled slide and spread across the entire sur- 
face of the slide with a glass rod and fixed immediately. 
A second slide is made and secretion is obtained by the 
use of a tongue depressor which has been cut quarter— 
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moon shaped at one end by using a curved scissors. If 
the cervix has a small external os the moon shaped 
curved cut end is cut pointed. This tongue depressor 
is inserted into the external os of the cervix and turned 
completely around 2 or 3 times. The speculum is then 
released so that the cervix containing an ulcer will be 
in such a position that the tongue depressor will scrape 
the entire surface of any ulcer present. The secretion 
on the curved cut tongue depressor is spread on a clean, 
plain, properly labeled slide and is spread with a glass 
rod and dropped into fixing solution. By this method, 
detection of early cancer of the fundus and early cancer 
of the cervix is possible. We have been experimenting 
with slides after they have been fixed 10 minutes, and 
have observed that slides stained just as well for us 
whether they had dried one or twenty days. To those 
laboratories who wish the slides covered with glycerin, 
the slides should be sent that way, but we do not 
care whether they are covered with glycerin or just 
dried. The curved cut tongue depressor has been found 
to be better than the metal or wooden spatulas that are 
on the market, because with the scissors ready, one can 
always alter the curve so that it will fit exactly into the 
external os and will fit against any ulcer of the cervix. 


Just to find out the incidence of cancer in a large 
group of women, a series of cancer smears was done in 
a charity gynecologic clinic. We did 262 consecutive 
smears. Five were positive for cancer, 19 were sus- 
picious and 235 were negative. Three slides were so 
poor that they had to be repeated. All smears were 
checked with biopsies as all smears that are positive 
should be. 


Even if the physician never found a definite cancer 
of the cervix or body of the uterus by the routine use 
of the cervical smear on all of his women patients, the 
taking of a routine smear would make him cancer 
conscious. This will cause him to suspect more lesions, 
some of which when curetted and biopsied will reveal 
a definite very early cancer. Cancer consciousness is half 
the battle in diagnosis of early cancer cases. 


I wish to congratulate Dr. Ayre on improving the 
-smear by suggesting the scraping method. 


Dr. J. E. Ayre, Montreal, Canada.—Probably in every 
type of cancer there is a preclinical stage of the disease, 
and we have little opportunity to diagnose this stage 
by cytologic methods in most organs. In the cervix, 
however, the knowledge that the common squamous 
lesion begins at a known point, namely in the squamo- 
columnar circle of cells, gives diagnosis in this locality 
a tremendous advantage over other types of cancer. 
Cytology has now given us a means of examining these 
cells by a regular selective sampling method which 
-should, if and when properly applied, enable us largely 
to control this type of cancer and prevent death from it. 


In the environment of the squamo-columnar junction, 
the squamous cells are subjected to some combination 
of carcinogenic factors which leads to a neoplasm at 
this point. These delicate nuclear changes may be 
readily assessed by a selective sampling of the cells using 
the “surface-biopsy” scraping method on a regular 
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annual basis. If a beginning cancer is present, the 
selective scraping with the cervical spatula is almost as 
conclusive as the biopsy which shows the lesion; and 
yet a single biopsy from a clinically innocent cervix 
will frequently miss the lesion. Indeed, multiple or 
serial sections will usually be required to spot the cancer, 
which the scraping will detect for us. Attention has been 
concentrated upon cell diagnosis through the original 
and epic discovery of Papanicolaou of cells in the 
vaginal secretions. The vaginal smear will pick up cancer 
cells in the secretions with great accuracy in a full- 
blown clinical carcinoma and sometimes in early lesions. 
It has been our observation, however, that it is highly 
inconsistent in the early preclinical carcinoma. Our 
experience has given us to date 28 early cancers in 
which the vaginal smear did not show cancer cells 
whereas the selective scraping showed clear-cut “surface- 
biopsy” evidence of cancer. The recently reported paper 
by Dr. Ibson, Dr. Hertig and others suggests the same 
conclusion, as their average error in clinical carcinoma 
was 2 per cent, while about 40 per cent of cervical 
carcinomas in situ were missed. The significant point of 
their study was that the smears were deliberately taken 
on cases posted for biopsies. The average case having 
the vaginal smear for detection with a negative finding 
does not have a biopsy. Therefore, there has been 
little check on the number of preclinical cancers which 
have been missed. This, it seems to me, is a most 
significant point because the early lesion is the one we 
want to find. These cases should all be curable. On 
the other hand, the finding of cancer cells in vaginal 
secretions from a full-blown ulcerating carcinoma still 
leaves the question of curability by existing methods of 
treatment. 


It is well recognized by those who have studied 
cytology that certain types of cancer and the early stage 
of cancer are not characterized by the same degree of 
exfoliation of cells which would occur in the presence 
of a lesion which is undergoing necrosis, and is throwing 
off an abundance of secretion and blood and cells. It 
would seem logical that the epithelium which is still 
perfectly intact, not having ulcerated yet to become 
clinical, is less likely to throw off a profusion of cells 
to the degree that they may be picked up in the diluted 
vaginal secretions. Dr. Pund has shown in a large 
group of cases of pre-invasive carcinoma that only 28 
per cent of 47 cases showed irregular bleeding. The 
absence of shedding of blood from these early lesions 
also implies what we have found to be the case, namely, 
the absence of shedding of cells. On the other hand, 
these cells, when developing in this intact epithelium, 
may readily be shed, with the light scraping pressure 
exerted upon them with the spatula. 


In addition to the group of cases mentioned, namely 
28 cases of early cancer, which we have found in the 
past two years where the vaginal smear was negative, 
a group of 90 cases in which the vaginal smear findings 
were suspicious but not conclusive. This suspicion 
necessitates a long period of study to enable a decision 
which, in our experience, is one of the definite limita- 
tions of the vaginal smear method. In smear examina- 
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tion it frequently may be necessary to study a slide 
from twenty to forty minutes before deciding upon its 
interpretation. In our experience during the last five 
years, we originally started doing vaginal smears alone, 
then soon began taking both a vaginal and a cervical 
external os smear on every case. We soon found that 
we were neglecting to study the vaginal smear and 
studying first the cervical smear. Then in the last two 
years, after studying the selective method, we are de- 
pending upon this latter method of interpretation of 
preclinical cancer, and actually the vaginal smear has 
been almost completely neglected and we have stopped 
taking it as a routine. Of course, we cannot overlook 
the advantage offered by the vaginal smear in the facility 
of obtaining material. On the other hand, we have 
found it very much worth while to go to the extra 
trouble of using a speculum and obtaining the cellular 
material more selectively. The net result of this has 
been to cut down the length of time required for the 
study of each individual case. This is a most important 
consideration when one envisions a screening of large 
groups of women for early cancer. The question has 
logically been raised, whether all this cell scrutiny and 
searching is worth while. It might not be worth while 
if we succeeded only in detecting the cancer which is 
visible to the naked eye and which would be verified 
by biopsy in any case, but if we have a method of 
detecting the very early preclinical cancer which can be 
cured, it is well worth the doing. 


We all know the basic knowledge of disease given to 
medical science by a sampling of segments of tissues 
removed and studied when diseased. How much can we 
add to this fundamental groundwork of knowledge by 
a “selective” sampling of cells, studied not only under 
conditions of advanced disease, but from day to day 
under all conditions of health and disease? Nuclear 
morphology yields the most sensitive indicator of 
abnormal proliferative activity to the experienced eye. 
But even more significant is the evidence of hormonal 
activity influencing cell function. This is not all. Fertile 
new fields of research are opening up. Even cell metab- 
olism is giving up some of its secrets. My brother at 
the Huntingdon Memorial Cancer Hospital in Boston, 
working upon ideas conceived while with us here, has 
succeeded in developing a new cell technic for studying 
not only the nutritional but also the hormonal status in 
both men and women patients through meticulous in- 
vestigation of cells from the oral cavity. Indeed, cell 
sampling from many accessible parts of the body opens 
up a broad new avenue of approach to basic cancer 
research. 


In the cervix a number of advantages of doing a 
selective cytology scraping become apparent. One is 
for a routine detection of preclinical cancer. It gives an 
interpretation of the entire circumference of the junc- 
tion, where the usual single biopsy selects only the most 
suspicious segment; secondly, the scraping may be re- 
peated day after day without harm, whereas we do not 
do biopsies with great frequency. Hence the value of 
the method as an instrument of basic research. The 
punch biopsy cannot be relied upon to give interpreta- 
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tion of any more than a tiny selected segment, and very 
often such inadequate biopsies place the pathologist at 
a disadvantage. His highly skilled scientific judgment 
can only be given on the basis of the tissue sent to 
him by the surgeon. If the surgeon misses the correct 
area, the pathologist has no chance to interpret what 
may be going on in adjacent tissues. 

Cytology is not presented as a substitute for biopsy. 
It is complementary to it. All positive cytology reports 
should be verified by biopsy preceding therapy. 

Multiple or serial sections through the squamo- 
columnar junction may be required to reveal the early 
microscopic lesion. But if every cervix is to be sub- 
jected to serial sections, our pathological services would 
have to be trebled. Selective scraping offers a good 
deal to the pathologist in selecting the relatively small 
number of cases which require multiple or serial sections. 

The cytologic smear offers the most sensitive detector 
of microscopic early squamous cancer available today 
including the single biopsy. The spatula technic should 
not miss 1 per cent of cervical cancer, including cancer 
in situ. It is a simple office test available to all phy- 
sicians. It is our conviction that the routine use of 
selective cytology once a year, without regard to symp- 
toms or a visible lesion, should constitute a major step 
towards control and prevention of cervical cancer. 


PENICILLIN, STREPTOMYCIN, 
DICUMAROL AND BLOOD 
COAGULATION* 


THROMBOPLASTIC PROPERTIES OF PENICILLIN 


By Davin I. Macnt, M.D., F.A.C.P. 
Baltimore, Maryland 


The author has been interested in the study 
of coagulants and anticoagulants of blood for 
the last five years. Research upon the subject 
was begun in connection with studies upon the 
general pharmacology of heparin.! It was ob- 
served that digitalis assays of digitalized cats 
by the Hatcher method gave higher readings in 
animals which were previously heparinized by 
intravenous injections. The explanation of this 
phenomenon was found in the discovery that not 
only tincture of digitalis but all other digitaloid 
drugs, strophanthin, ouabain, convallamarin, and 
so on, exerted a thromboplastic influence upon 
the blood. It was thus learned that one of the 


*Read in General Clinical Session, Baltimore Day, Southern 
Medical Association, Forty-First Annual Meeting, Baltimore, Mary- 
land, November 24-26, 1947. 


*From the Department of Pharmacology, Laboratories of the 
Sinai Hospital. 
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most important and widely employed groups of 
drugs, the digitaloid glucosides, may lead to 
occasional thrombo-embolic accidents in clinical 
practice. This finding was verified and amplified 
by a number of later investigators.? 3 456789 


Following the above discovery concerning 
digitalis, the writer began the study of another 
important group of drugs namely: the mercurial 
diuretics.!° It was discovered that these too ex- 
hibited a marked thromboplastic effect.!! Among 
numerous controlled experiments made in the 
course of these studies, a few experiments were 
made with penicillin, but these were not pub- 
lished.!? 


Credit must be given therefore to Dr. Moldav- 
sky!’ and his co-workers for calling attention to 
the fact that in human beings injections of 
penicillin produced a shortening of coagulation 
time. This important announcement prompted 
the writer to study the subject more extensively 
in the laboratory. Experiments were made on 
rabbits, cats and dogs with injections of penicillin 
in various doses both by vein and parenterally. 
It was found that in all of the experiments such 
injections exerted thromboplastic effects. Even 
when given by mouth in the form of buffered 
tablets such an effect was noticeable. These 
experiments were performed in 1945 and early 
1946. When more purified crystalline salts of 
penicillin were put on the market, the author 
found that these colorless crystalline prepara- 
tions also exerted a thromboplastic effect, but 
to a considerably lesser degree. A more detailed 
analysis of the phenomenon was therefore under- 
taken. He studied the effect separately of the 
principal active principles of penicillin G, X, F 
and K. A preliminary communication appeared 
in Science.'4 


It was found that X was the most thrombo- 
plastic and next in thromboplastic effectiveness 
came K. Penicillin G was only mildly coagula- 
tion-producing and F still less so. It was further 
found that a small amount of X mixed with a 
large amount of G exerted a synergistic effect. 
This is the reason why the crystalline penicillin 
sold on the market exerts a markedly thrombo- 
plastic effect, although the earlier impure, 
amorphous, yellow penicillin was more powerful 
in this respect. 


The following proctocol (Experiment 20) 
illustrates well the results obtained with injec- 
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tions of aqueous saline solutions of penicillin in 
a cat. Here the normal coagulation time of the 
cat’s whole blood is first given, then the coagula- 
tion time after injection of 500 units of penicillin 
(CSC) into the leg muscles. In this proctocol 
are also given the phytotoxic indices of the 1 per 
cent solutions of cat’s blood serum for the root 
growth of Lupinus albus seedlings. The author 
discovered that solutions of penicillin are very 
toxic for plant protoplasm and that by means of 
phytopharmacological technic, the blood level of 
penicillin can be conveniently followed. De- 
tailed studies on this subject are to be published 
elsewhere. 


EXPERIMENT 20, FEBRUARY 28, 1946 


Cat 2 Kilo. 
10:05 a.m. 


‘Nembutal’ anesthesia 
Normal coagulation time minutes 
Normal phytotoxic index of blood serum._74 per cent 
Injected in leg muscles 500 units penicillin (CSC) 
Coagulation time minutes 
Phytotoxic index of blood serum —...... 64 per cent 
Coagulation time minutes 
Phytotoxic index 70 per cent 


10:10 a.m. 
11:25 a.m. 


1:30 p.m. 


In Table 1 are shown the effects on coagula- 


INFLUENCE OF AMORPHOUS PENICILLIN ON 
COAGULATION OF BLOOD 


Coagulation Time, 


Minutes 

1 Hour 

Experi- Penicillin After 

ments Animals Units Normal Injection 
1 Rabbit 15,000 27 6 
2 Rabbit 10,000 17 14 

3 Rabbit 5,000 14 3% 
4 Rabbit 5,000 11 5 

5 Rabbit 5,000 
6 Rabbit 4,000 10 4 
7 Rabbit 3,000 12 4 
8 Rabbit 500 8 3 
9 Rabbit 500 18 2 
10 Rabbit 250 18 3 

11 Rabbit, 

intramuscular 100 7 2 

12 Rabbit 100 17 1% 

13 Rabbit 50 7 1% 

14 Rabbit 50 6 1% 

15 Rabbit 

By stomach 10,000 

16 Cat 4,000 20 1% 
17 Cat 500 18 2 

18 Cat 400 12 4y 

19 Cat 100 17 1% 
20 Cat 100 17 1 

Table 1 
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tion time of rabbits and cats of different doses 
of amorphous penicillin, while Tad/e 2 illustrates 
the effect of penicillin injections on the blood 
clotting of several patients selected at random 
from the Surgical Clinic of the Sinai Hospital, 
Baltimore, by the courtesy of Dr. Howard Kern, 
Surgeon-in-Chief. 

Table 3 illustrates well the difference in 
thromboplastic effectiveness between the color- 
less crystalline salts of penicillin and the yellow- 
ish amorphous penicillin preparations. 

Table 4 reveals strikingly the thromboplastic 
powers of the four active principles of penicillin. 
The sub-joined diagrams (Chart 1) give the 
structural formulae of the four principal 
penicillins. 

In studying blood coagulation and the in- 
fluence upon it of various chemical and physical 
agents, the author prefers to study in most 
cases the coagulation time of the whole blood 
by the original method of Professor William 


PENICILLIN AND BLOOD COAGULATION IN MAN 


Coagulation Time, 


inutes 
1 Hr. After 
Dosage Injection 
Patient Units Normal of Drug 
1 Broad 50,000 8% 5 
2 Hollist 50,000 18% 6 
3 Marshall 50,000 9Y% 5% 
4 Haymon 50,000 11y% 8 
5 Ford 30,000 15 9 
6 Dashiel 50,000 10 7 
Table 2 
COMPARISON OF AMORPHOUS AND CRYSTALLINE 
PENICILLIN (CSC) 
Coagulation Time, Minutes 
Drug and Dosage 1 Hr. After 
Rabbit Units Normal Injection 
1 Crystalline Na _ penicillin 
10,000 20 18 
2 Amorphous Na penicillin 
10,000 ll 5 
3 Crystalline Na _ penicillin 
5,000 12 10 
4 Amorphous Na penicillin 
5,000 19 8 
5 Crystalline Na _ penicillin 
2,C00 12 9 
6 Crystalline K penicillin 
5,000 12 10 
7 Amorphous Na penicillin 
200 5 2 


SOUTHERN MEDICAL JOURNAL 


August 1948 


Howell, known also as the Lee and White 
method, because these data give a better idea 
as to what actually happens in the body. 

Prothrombin time has also been determined 
when desired and usually run parallel to the 
whole-blood coagulation figures, but prothrombin 
time stresses too much only certain special 
factors playing a role in the physiology of coag- 
ulation and not other factors. Furthermore, 
considerable variations may occur in pro- 
thrombin readings depending upon the concen- 
trations of the plasma solutions employed, and 
so on, as had been very strikingly reported in a 
recent paper by Nitsche et alii.!® 

The protocol of Experiment 30 exhibits the 
effect on both phytotoxic index and coagulation 
time of a rabbit’s blood, after administration of 
10,000 Oxford units of penicillin in “amphojel” 
by stomach tube. 


EXPERIMENT 30, FEBRUARY 27, 1946 


White rabbit—1,800 grams 
9:50 a.m. Normal coagulation time 11 minutes 
Phytotoxic index of normal serum _.......76 per cent 


10:00 a.m. Given penicillin 10,000 units in c. c. 
“amphojel’’ by stomach tube. 
1:00 p.m. Coagulation time 4 minutes 
Phytotoxic index of serum — 61 per cent 


COMPARISON OF THE FOUR CRYSTALLINE ACTIVE 
PRINCIPLES OF PENICILLIN ON COAGULATION 
OF THE BLOOD 


aes 
$83 
Experi- Drug 
ment Animal Employed Dosage 
8-22-46 Kitten 1.2 Penicillin 40 units 10 9 
Kilo. (Benzyl) 
8-23-46 Kitten 1.2  Penicillin“‘F’ 40 units 7 7 
Kilo. (Pentenyl) 
8-23-46 Kitten 1.2 Penicillin ““K” 40 units 9 2% 
Kilo. (Heptyl) 
8-23-46 Kitten1.2 Penicillin““X” 36 units 7 2/3 
Kilo. (Hydroxy 
Benzyl) 
12-17-46 Rabbit 2.0 Penicillin “G” 0.1 mg. 5 5 
(Benzyl) 
12-17-46 Rabbit 2.0 Penicillin ‘“‘F” 0.1 mg. 5 4 
Kilo. (Pentenyl) 
12-17-46 Rabbit 2.0 Peniciliin““K” mg. 5 1% 
Kilo. (Heptyl) 
12-17-46 Rabbit 2.0 Penicillin‘‘X” 0.1 mg. 7 % 
Kilo. (Hydroxy 
Benzyl) 


Table 4 


Ta te 3 
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ACTION OF STREPTOMYCIN 


The new antibiotic streptomycin was also 
studied by the author in respect to its possible 
coagulant properties for blood. It was found 
that this drug also definitely shortened the 
coagulation time in both rabbits and cats, as 
may be seen in Table 5. 


ANTICOAGULANTS 
Coagulation of the blood is one of the marvels 


INFLUENCE OF STREPTOMYCIN 
OF THE BLOOD 


IN COAGULATION 


Experi- 
ment Animal Dosage 
8-27-46 Rabbit 5,000 units 24 5 
8-28-46 Rabbit 5,000 units 16 ll 
11-1-46 Rabbit 3 mg. 13 6 
11-8-46 Rabbit 1 mg. 7 3/4 
11-5-46 Cat 3 mg. 7 2 
11-7-46 Cat 1 mg. 13 2 
Table 5 
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of creation. If blood did not possess the quality 
of coagulation, injuries to the body would allow 
it to leak out as freely as water leaks through 
a sieve. This fact, which is known to every 
physician, has dominated medical thinking about 
coagulation of the blood for many years so that 
great efforts on the part of medical men in- 
terested in the phenomena of coagulation have 
been devoted to making blood clot more quickly, 
because of the dire consequences of hemorrhages 
following poor clotting of blood. It is quite clear 
now, however, that the thoughts of the medical 
profession must be directed in the reverse direc- 
tion and we are beginning to realize that under 
certain circumstances great benefits to health 
and life can come through impairing the coagula- 
tion time of the blood and making it longer. 
This is because physicians have discovered that 
intravascular clotting of the blood with the con- 
sequent thrombosis is a greater danger to life 
and health than the problem of checking hem- 
orrhage. On the whole, there are probably 
many more deaths resulting from thrombo- 
embolic accidents, such as, coronary thrombosis, 
pulmonary thrombosis, or cerebral thrombosis, 
than from profuse hemorrhage. 
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Two interesting drugs are at the present time 
employed for prolonging the clotting time of 
blood in man and animals, One is heparin, first 
discovered by Professor Howell of Johns 
Hopkins University and obtained from the liver 
and lungs of dogs and other animals. Heparin is 
very effective in prolonging the blood clotting 
time but its action is of very short duration and 
it must be administered only by injections into 
the blood stream. The other drug recently dis- 
covered is much more useful. It is dicumarol or 
chemically (3.3-methylene-bis-4-hydroxycu- 
marin). This drug cannot be injected but must 
be given by mouth. Its effect on blood clotting 
is very slow in onset and usually does not de- 
velop until 48 hours after administration. On 
the other hand, after its effect is developed the 
prolongation of clotting time is of very long 
duration and, as a result of this, an overdose of 
dicumarol may lead to serious complications, 
namely: hemorrhage in various internal organs. 
Thus, we see that the two most important drugs 
recently introduced into medical practice, 
namely, penicillin on the one hand and dicu- 
marol on the other hand, have serious side 
effects which may be dangerous to a patient. 
Penicillin is a life-saving chemotherapeutic agent 
employed for destroying many infections, in- 
cluding gonorrhea and syphilis. However, peni- 
cillin was shown by Moldavsky and Macht to be 
thromboplastic; that is, to shorten clotting time 
and also prothrombin time and thus increase the 
risk of thrombo-embolic accidents. Dicumarol 
on the other hand is a most valuable anticoag- 
ulant agent but its dangers are well known 
and one cannot predict the suitable dosage re- 
quired of dicumarol for any given patient. 


In the present report first given before the 
American Chemical Society, Section on Med- 
icinal Chemistry, September 17, 1947, in New 
York, the author presents his findings in numer- 
ous experiments with the above drugs on lower 
animals, namely, rabbits, cats and the dog, more 
in detail. He found that all penicillin prepara- 
tions on the market markedly diminish coagula- 
tion time and thus may predispose to intra- 
vascular thrombotic accidents. This is true not 
only of the amorphous preparations but also of 
the more recent colorless crystalline penicillin 
salts on the market. Such thromboplastic prop- 
erties are observed not only after intravascular 
injections but also after intramuscular injec- 
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tions either of aqueous solutions of penicillin or 
also of penicillin solutions in peanut oil 
(Romanski formula). It was observed even after 
administration of buffered penicillin tablets by 
stomach. It was found, however, by the author, 
that this clot-promoting property of penicillin 
can be antagonized by cautious administration 
of dicumarol. Thus, dicumarol is a corrective 
against the thromboplastic by-effects of peni- 
cillin. 

More important still, the author further 
found that in animals receiving large doses of 
dicumarol and thus developing an extremely 
prolonged prothrombin and coagulation time, 
and hemorrhagic tendencies, the danger of hem- 
orrhage can be effectively controlled by in- 
jections of penicillin, which it is well known, is 
not toxic for animals. Thus, as a result of this 
new investigation, the value of the two latest 
weapons in the physician’s armamentarium, 
penicillin and dicumarol, has been enhanced. 
They are mutually corrective and complemen- 
tary. Each of them corrects and controls the 
undesirable and harmful effects of the other. 

The subjoined protocols of experiments illus- 
trate lucidly the coagulant action of penicillin 
on the one hand, and the anticoagulant action 
of dicumarol on the other hand; and also how 
the two drugs act as correctives to each other. 

Experiment No. 100 illustrates well how 
dicumarol given to a rabbit by stomach tube 
prolongs the coagulation time and how penicillin 
given by injection of the Romanski oil sus- 
pension counteracts this dicumarol effect. In 
the same animal later a similar effect was pro- 
duced by administration of a crushed buffered 
penicillin tablet (CSC) through a stomach tube. 


EXPERIMENT 100, GRAY RABBIT, 2,300 GRAMS 
April 21, 1947 
10: 


00 a.m.—Normal coagulation time. 5 minutes 
April 23, 1947 
10:20 a.m.—Normal coagulation time 5 minutes 


10:30 a.m.—Given 30 gms. dicumarol by stomach tube. 
April 25, 1947 


10:15 a.m.—Coagulation time 22 minutes 
10:20 a.m.—Injected in leg muscles 150,000 units 
of penicillin, Romanski, formula 
(CSC). 
11:30 a.m.—Coagulation time 12 minutes 
2:00 p.m.—Coagulation time 7 minutes 
April 26, 1947 : 
11:00 a.m.—Coagulation time 6 minutes 
April 28, 1947 
10:40 a.m.—Coagulation time 16 minutes 


11:15 a.m.—Given by stomach tube buffered 
tablet of penicillin (CSC)—50,000 
units. 
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11:50 a.m.—Coagulation time 
April 30, 1947 

11:50 a.m.—Coagulation time 12 minut 
May 1, 1947 

11:12 a.m.—Coagulation time 


8 minutes 


13 minutes 


Cat Experiment 10 gives the normal coagula- 
tion time, prothrombin time and phytotoxic 
index of a cat; and the effect of dicumarol on 
it. Note that both coagulation time and pro- 
thrombin time are prolonged while the phyto- 
toxicity of the blood serum is not affected by 
dicumarol. Then note the effect of the injec- 
tion of crystalline sodium penicillin. The coag- 
ulation time and prothrombin time are shortened 
and the presence of penicillin in the blood is in- 
dicated by the greater phytotoxicity of the 
serum. 


CAT EXPERIMENT 10, JULY 11, 1947 


July 11, 1947—Black cat, 3.5 kilo., “Nembutal” anesthesia. 
11:00 a.m.—Normal coagulation time... 6 minutes 
Prothrombin time 18 seconds 
Phytotoxic serum index... 70 per cent 
11:15 a.m.—Given dicumarol 30 mgs. by stomach tube. 


July 14, 1947—‘“‘Nembutal”’ anesthesia, cannulae in carotid artery 
and femoral vein. 


10:00 a.m.—Coagulation time 12 minutes 
Prothrombin time 35 seconds 
Phytotoxic serum index 72 per cent 


10:20 a.m.—Injected in vein crystalline Na. penicillin (CSC) 
20,000 units. 


10:50 a.m.—Coagulation thee 5 minutes 
Prothrombin time 22 seconds 
Phytotoxic serum index.........50 per cent 
11:10 a.m.—Coagulation time 2 minutes 


11:25 a.m.—Coagulation time — 1% minutes 
Phytotoxic serum index 61 per cent 


In Cat Experiment 12 similar findings are 
shown with both crystalline and amorphous 
penicillins. 


CAT EXPERIMENT 12, JULY 15, 1947 


July 15, 1947—Yellow cat, 2.75 kilo., ‘‘Nembutal” anesthesia. 
2:00 p.m.—Normal coagulation time — : ..... 7 minutes 
2:15 p.m.—Given 30 mgs. dicumarol tube. 

July 17, 1947—-‘‘Nembutal’”’ anesthesia. 

10:30 a.m.—Coagulation time 17 minutes 


10:43 a.m.—Injected crystalline Na. penicillin (CSC) 2,000 
units in vein. 
11:10 a.m. Coagulation time 11 minutes 


11:25 a.m.—Coagulation time 13 minutes 
11:30 a.m.—Injected in vein 500 units of amorphous (yellow) 


penicillin. 
11:50 a.m.—Coagulation time 10 minutes 
12:30 p.m.—Coagulation time 6 minut 


In Dog Experiment 1 is shown the effect of 
dicumarol on a dog, and the counter-effect 
produced by penicillin. 


DOG EXPERIMENT 1, 


July 18, 1947—Dog, male, 6.4 kilo. 


10:00 a.m.—Normal coagulation time (from leg vein)..4 minutes 
Prothrombin time 5 seconds 


JULY 18, 1947 
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10:15 a.m.—Given 50 mgs. dicumarol by stomach tube. 
July 22, 1947 
9:30 a.m.—Coagulation time 9 minutes 
Prothrombin time 35 seconds 


9:55 a.m.—Injected in leg muscles 10,000 units of crystalline 
Na penicillin (CSC) 

10:40 a.m.—Coagulation time — 1% minutes 

Prothrombin time 25 seconds 


In Dog Experiment 2 are well illustrated the 
relative potency of the crystalline principles of 
penicillin G and penicillin X. 


DOG EXPERIMENT 2, JULY 25, 1947 


July 25, 1947— Dog, 6.5 kilo., ‘‘Nembutal” anesthesia. 
2:30 p.m.—Normal coagulation time — . 4 minutes 
2:45 p.m.—Given 50 mgs. dicumarol by steno tubs. 

July 28, 1947—‘‘Nembutal’”’ anesthesia, blood from artery. 
11:43 a.m.—Coagulation time 9% minut 


11:45 a.m.—Injected into leg ee crystalline principle 
penicillin G (CSC) 2 mgs. 


12:05 p.m.—Coagulation time — 7% minutes 
12:40 p.m.—Coagulation time 5 minutes 
1:00 p.m.—Coagulation time 4 minutes 
1:30 p.m.—Coagulation time 4 minutes 
1:55 p.m.—Coagulation time 5 minutes 
1:58 p.m.—lInjected crystalline principle penicillin X, 0.05 


mgs. 
2:13 p.m.—Coagulation time 
2:30 p.m.—Coagulation time 


45 seconds 
45 seconds 


COMMENT 


In view of the resurgence of interest in 
coagulation phenomena and in view of the in- 
tensive as Well as extensive researches now being 
carried on by many distinguished medical men 
concerning coronary thrombosis and other vas- 
cular thrombotic embolic diseases, the above re- 
ported findings are of timely interest both from 
the standpoints of pathology and therapy. There 
can be no doubt that the wonder working anti- 
biotic penicillin can and does produce shortening 
in clotting time and therefore in its employment 
clinically one must always be on guard against 
added risk of thrombo-embolic accidents from 
that source.!7 !8 This should, of course, be borne 
in mind, especially in cases where penicillin is 
employed in bacterial endocarditis.!9 Physicians 
have already recognized this fact and are em- 
ploying heparin or dicumarol in such cases. 
Of course the thromboplastic properties of peni- 
cillin have also a therapeutic value. Thus for 
instance Pelz of St. Louis employs it preopera- 
tively before tonsillectomies. 


In this place, it may be appropriate to men- 
tion another finding made by the present author 
conjointly with the radiologist, Dr. Marcus 
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Ostro,* which will be published in detail in due 
time. In connection with an investigation deal- 
ing with the influence of various x-rays on the 
pharmacological properties of drug solutions, 
these workers discovered that exposure of peni- 
cillin solutions to filtered hard x-rays obtained 
by passing x-rays through a composite filter 
of 1 mm. aluminum and 2 mm. of copper changes 
the pharmacological properties of the antibiotic 
in at least two respects. One effect is to render 
the penicillin solution more toxic phytopharma- 
cologically: that is, for the root growth of 
Lupinus Albus seedlings, studied under stand- 
ardized controlled conditions. The other effect 
is to increase the thromboplastic properties of 
the irradiated penicillin solutions as compared 
with the control non-radiated solutions. Perhaps 
this finding should be remembered?° in cases 
where a patient under treatment with penicillin 
for an infection is advised to receive x-ray 
therapy at the same time for some other internal 
pathologic condition. 

The literature on the case of dicumarol as 
an anticoagulant in cardiovascular diseases 
already is of considerable proportions, and it 
may be worthwhile in this place to cite a few 
of the more important papers. We must mention 
first the early work of Dale and Jaques on the 
prevention of experimental thrombosis with 
dicumarin.?! The general discussion of the anti- 
coagulant from spoiled sweet clover hay is given 
by Link in his Harvey Lecture.2> M. DeBakey 
discusses the prophylactic use of dicumarol in 
intravascular thrombosis.25 A. Cahan describes 
hemorrhage and purpura caused by dicumarol,?* 
while J. A. Evans?’ relates his experiences with 
dicumarol therapy in thrombotic emergencies. 

Of the more comprehensive and most recent 
studies we may mention the monographs of I. S. 
Wright?® and E. S. Nichol and Page.?’ Finally 
the charming article of E. B. Allen?® offers not 
only a very readable dissertation on anticoag- 
ulants, but also contains an extensive bibliog- 
raphy; and the latest article by Allen, Hines, 
Kvale and Barker’? still further emphasizes the 
importance of the whole subject. 


In view of the studies now in progress by 
eminent medical men concerning the therapeutic 
applications of dicumarol in coronary throm- 
bosis and other cardiovascular diseases, the above 


*Deceased May 12, 1948. 
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new findings in regard to the control of the 
dangerous by-effects of penicillin and dicumarol 
assume a practical importance. Of even greater 
interest is the discovery that the two new thera- 
peutic agents, penicillin and dicumarol are 
mutually corrective and complementary. It is 
hoped that the laboratory findings here reported 
will be corroborated by clinical experiences in 
human beings. 


SUMMARY 


(1) Animal experiments prove that penicillin 
shortens the coagulation time of the whole 
blood as well as the prothrombin time. The same 
is true of clinical patients. 

(2) Amorphous penicillin is more effective in 
this respect than the newer colorless crystalline 
preparations on the market, because of the four 
crystalline active principles of penicillin, some 
are more thromboplastic than others. 

(3) The excessive thromboplastic effects aris- 
ing from intensive penicillin therapy with mas- 
sive doses can be antagonized by suitable doses 
of dicumarol. 


(4) Animal experiments reveal that the ex- 
cessive prolongation of prothrombin time and 
whole blood coagulation caused by dicumarol 
can be readily corrected by administration of 
penicillin. 

(5) Thus penicillin and dicumarol are 
mutually complementary and corrective, a find- 
ing which enhances the usefulness of them both 
in clinical practice.* 


*Grateful acknowledgment is made to the Commercial Solvents 
Corporation and its medical director, Dr. Lawrence Smith, for 
valuable aid in carrying on this research. 


REFERENCES 


1. Macht, D. I.: Experimental Studies on Heparin and Its 
Influence on Toxicity of Digitaloids, Congo Red, Cobra 
Venom and Other Drugs. Ann. Int. Med., 18:772, 1943. 

2. Werch, S. C.: Reduction of the Coagulation Time of Rabbit’s 
Blood by Digitalis. Quart. Bull. Northwestern University 
Med. Sch., 17:50, 1943. 

3. deTakats, G.; Trump, R. A.; and Gilbert, N. C.: Effect of 
— on the Clotting Mechanism. J.A.M.A., 125:840, 
944. 


4. Massie, E.; Stillerman, H. S.; Wright, C. S.; and Minnich, 
V.: Effect of Administration of Digitalis on Coagulability of 
Human Blood. Arch. Int. Med., 72:172, 1944. 

5. Volini, I. F.; Leavitt, R. D.; and Martin, R.: Sudden 
— Following Mercurial Diuresis. J.A.M.A., 128:12, 

94 


1 

6. May, R. M.; and Barnes, A. R.: Incidence of Embolic or 
Thrombotic Processes in Myocardial Convalescence. American 
Heart Journal, 30:65, 1945. 

7. McCormick, W. J.: Coronary Thrombosis. L.’ Union, Medicale 
du Canada, September, 1945. 

8. Peters, H. Raymond; Guyther, J. Roy; and Brambel, Charles 
E.: Dicumarol in Acute Coronary Thrombosis. J.A.M.A, 
130:398, 1946. 

9. Macht, D. I.; Spencer, E. C.; and Tiston, L.: Thromboplastic 


Vol. 41 No. 8 


Properties of Some Digitaloid Drugs. Federation Proceedings, 
1:No. 1 (March) 1942. 

10. Macht, D. I.: Digitalis and Coagulation of the Blood. Med. 
Record (Oct.) 1945. 

11. Macht, D. I.: Thromboplastic Properties of Some Mercurial 
Diuretics. American Heart Journal, 31:460-463 (April) 
1946. 

12. Macht, D. I.: Thromboplastic Properties of Digitaloids and 
Mercurial Diuretics Employed in Cardiology. Archives In- 
ternal Pharmacodyn. et de Ther., 72:297 (Sept.) 1946. 

13. Moldavsky, L. F.; Hasselbrook, W. B.: .; and Cateno, D. G.: 
— Effect on Blood Coagulation. Science, 102:38, 
1945. 

14. Macht, D. I.: Thromboplastic Properties of Penicillin and 
Streptomycin. Science, 105:313 (March 21) 1947. 

15. Macht, D. I.: ge Toxicity of Penicillin for Animals 
and Piants. Fed. Proc., & (March 46. 

16. Nitsche, G. A., Jr.; Gerarde, H. W.; Deutsche, H. F.: 
Prothrombin Time Studies on Human Beings and Experi- 
mental Animals. Jour. Lab. Clin. Med., 32:410-418 (April) 
1947. 

17. Pelz, M. D.: Penicillin As A Blood Coagulant. J.A.M.A., 
34:207 (May 10) 1947. 

18. Frada, G.: Giorn, Med. Palermo., 3:95-138, 1946. 

19. Jones, A. M.; Herring, R.; et al.: Penicillin Treatment of 
ys Bacterial Endocarditis. British Heart J., 9:38-64 

20. Macht, “4 es ; Ostro, Marcus: Influence of X-Rays 
Thromboplastic "and Phytotoxic Properties of Penicillin - 

Streptomycin. Fed. Proc., page 160 (March) 1947. 


21. Dale, V. D.; and Jaques, L. B.: The Prevention of Ex- 
perimental Thrombosis by Dicoumarin. Canad. M. 2 
46:546, 1942. 


22. Link, K. P.: The Anticoagulant from Spoiled Sweet Clover 
s Hay. Harvey Lectures, 39:162, 1943-44, 

23. DeBakey; M.: Dicoumarol and Prophylactic Anticoagulants 
in Intravascular Thrombosis. Surgery, 13:456, 3. 

24. Cahan, A.: Hemorrhage and Purpura Caused by Dicoumarin. 
New England J. Med., 228:820, 1943. 

25. Evans, J. A.: Dicoumarol Therap py in Thrombotic Emer- 
gencies. New England J. Med., 230:131, 1944, 

26. Wright, I. S.: Experiences with Dicoumarol in the Treat- 
ment of Coronary Thrombosis. Amer. Heart J., 32:20-31 
(July) 1946. 

27. Nichol, E. S.; and Page, S. W.: Dicoumarol Therapy in 
—_ Coronary Thrombosis. J. Florida Med. Assn., 32. 7368, 


28. — E. V.: Anticoagulants. J.A.M.A., 184:323 (May 24) 


29. Alles, E. V.; Hines, E. A., Jr.; Kvale, W. F.; and Barker, 
N. W.: The Use of Dicoumarol As An Anticoagulant: Ex- 
in Cases. Ann. Internal Medicine, 27:371 


CHRONIC SECRETORY OTITIS* 


By Watter T. Hotcuxiss, M.D. 
Miami Beach, Florida 


For the past five or six years we have been 
very much interested in a group of cases of deaf- 
ness caused by chronic secretory otitis or otitis 
serosa. The acute type of secretory otitis has 
been well covered in the literature. A most 
valuable paper on this subject was written by 
Dr. Watt W. Eagle of Duke University in 1940, 
but I find a dearth of articles on the chronic 
phase of this disease. Dr. Eagle stressed par- 
ticularly that the treatment in cases that do 
not absorb spontaneously within a reasonable 


*Read in Section on Ophthalmology and Otolaryngology, South- 
ern Medical Association, Forty-First Annual Meeting, Baltimore, 
Maryland, November 24- 26, 1947. 
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length of time should consist of myringotomy, 
followed by gentle suction to remove the fluid. 
He felt that inflation had no therapeutic value 
and that repeated inflations are often harmful. 
I agree with him wholeheartedly. 

In the past six years I have seen in my prac- 
tice about thirty cases of chronic secretory otitis, 
which, in spite of repeated myringotomy, have 
lasted from six months to three and a half years. 
This is the type of case which I will discuss 
today. I am not concerned with the cases of 
secretory otitis which have had numerous in- 
flations over a period of many months. These 
are chronic only because they are neglected. 

The symptoms of chronic recurrent secretory 
otitis are exactly the same as those of the acute 
disease. The patient complains of a unilateral 
or bilateral deafness, most often accompanied by 
slight or no pain, but by an unusually intense 
feeling of blocking in one or both ears. He is 
often aware of a bubble effect in the ear and 
volunteers the information that in certain posi- 
tions of the head his hearing returns to normal. 
He will complain of an intense echo effect or 
autophony in which his own voice is heard dis- 
tressingly loud in the affected ear. This symptom 
often causes as much discomfort as the hearing 
loss. Patients will often say that as they rub 
their face, shave or move the ear they have an 
annoying feeling of noisy discomfort in that side 
of the head. We have, therefore, a symptom 
complex, which should be in most cases sug- 
gested by the patient’s complaints. The initia- 
tion of the attack is often traced to acute upper 
respiratory infection, an allergic attack, or aero- 
otitis, especially if the flight is made during 
the course of a headcold. The biotics probably 
so modify mild aural infections nowadays that 
the purulent and painful stage is aborted and an 
indolent otitis media serosa appears. The com- 
plex can occur at all ages. It is to be feared that 
there may be many cases occurring in infants or 
in the very young, which, because of the dif- 
ficulty in examination, lack of cooperation and 
the painless nature of the disease are easily 
overlooked. The great increase in air travel 
has added to the frequency of secretory otitis. 
I agree with Dr. Eagle that increased vigilance 
alone does not seem to account for the greater 
number of these cases in the last eight years. 


Examination of the drum gives very valu- 
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able information. Great stress has always been 
laid on the fluid level line and air bubbles seen 
through the transparent drum. These are self- 
evident cases, but there are a rather large num- 
ber of cases which occur behind thick opaque 
drums where the middle ear contents cannot be 
visualized. These are the cases that are so often 
missed. Where the drum is only moderately 
Opaque one sometimes can see a slightly yellow 
tint transmitted from the middle ear which is 
diagnostic. Movement of the drum by the 
otoscope will also help to differentiate the lines 
of scar and fluid level lines. If the fluid is thick 
the motion of the drum is very limited. We can- 
not depend on fluid level lines and air bubbles 
alone, since a large percentage of drums are 
completely lacking in transparency. It is at this 
point that inflation may become necessary as a 
diagnostic measure. Many of the neglected cases 
have been very thoroughly examined clinically, 
complete audiometric studies have been made, 
and the patient has been told that there is a 
chronic adhesive or chronic middle ear deafness 
for which nothing can be done. Of course, the 
audiometer quantitatively shows there is a severe 
deafness and qualitatively locates the pathologic 
condition in the middle ear but the audiometer 
test gives no indication as to the actual type of 
disease. The patient is dismissed and advised to 
get a hearing aid. An inflation would have told 
the true story and a paracentesis would prob- 
ably have returned the hearing to normal in- 
stantly. These cases are not rarities and I pre- 
dict that we shall see more of them as time 
goes on. In doubtful cases diagnostic inflation 
is valuable, and this is a point which I wish 
particularly to stress. 


We inflate these ears very gently, using com- 
pressed air at low uniform pressure. We always 
place the catheter in the eustachian orifice under 
nasopharyngoscopic guidance. To study any of 
these cases without the use of a nasopharyngo- 
scope is to neglect a very valuable diagnostic in- 
strument. The catheter is inserted into the orifice 
and a De Vilbiss handpiece is then inserted into 
the catheter. Of course, the patient holds the 
usual listening tube from his ear to the ex- 
aminer’s ear and the sounds of this inflation are 
readily heard by the examiner. A steady in- 
flation of air, regulated by a reducing valve, is 
then admitted into the eustachian tube and this 
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very light pressure is maintained for two or 
three seconds. The constant maintenance of 
pressure gives very important diagnostic signs. 
We use just enough pressure to produce a def- 
inite flow of air into the middle ear. We do not 
try to dilate or move fluid with any idea 
that it will have therapeutic value. We merely 
want to evaluate the sounds produced by the in- 
flation. In most cases, the inflation will very 
clearly demonstrate the bubbles or the distinct 
sounds of moisture in the middle ear, which are 
unmistakable. However, they are very often not 
present; we do not necessarily hear bubbles or 
moisture. This is important. 


In nearly half. of the cases I have seen we 
obtained another very distinct and very char- 
acteristic type of sound. I attempted to record 
these inflations on a tape recorder and hoped 
that you would be able to hear them but was 
unsuccessful in obtaining a good recording. It 
will be necessary for me then to attempt to 
describe this sound to you. As you know, in the 
normal ear steady inflation at a set air pressure 
produces a dry, soft, flowing sound, which is 
maintained as long as the catheter air pressure 
is produced. In the middle ear system that 
contains moisture, however, one often does not 
hear bubbles or distinct fluid sounds but does 
hear what we call the “choked” type of inflation. 
That is, constant air pressure is admitted to the 
catheter and momentarily we hear the flow of air 
in the middle ear, then the flow of air is ap- 
parently abruptly stopped, even though air 
pressure is maintained in the catheter. If the 
inflation is stopped for a moment, then re- 
peated, we again hear a small amount of air 
enter the middle ear and then stop. I infer that 
the cessation of the inflatability is accounted for 
by the very restricted air chamber remaining 
in the middle ear which is filled with secretion. 
It is probable that distinct bubbles are not heard 
because the fluid content of the serum has been 
partially absorbed and the resultant mixture is 
thicker in consistency. Nevertheless, whatever 
the explanation is, it is invariably followed by a 
demonstration of fluid at myringotomy. On the 
other hand, where the history has been very 
suggestive of a secretory otitis, the drum is 
opaque, but where the inflation has failed to 
show either bubbles or a choked sensation on 
inflation, a myringotomy has proven that the 
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middle ear was dry; and I have felt that in these 
cases the process has gone on to the complete 
absorption of the serous fluid and formation 
of secondary adhesions in the middle ear. I now 
hesitate very much to do a paracentesis when 
all these inflation sounds are absent. However, 
it is certain that without this sign I would have 
passed up many cases of secretory otitis. I 
know of nothing that takes its place, and I con- 
sider it a valuable addition to my diagnostic 
armamentarium. Let me make myself clear. I 
would rather not do an inflation in any case of 
secretory otitis media if the diagnosis is clear 
cut without it, but there are a large number 
of cases where I have found inflation to be the 
deciding factor in arriving at a diagnosis. 

Having made the diagnosis, we then look for 
contributing causes. In a goodly number of 
cases there will be a very apparent allergy, 
nasal, tubal or pharyngeal disease, which must 
be cleared up. As I said before, most patients 
will eventually clear up with proper attention 
to contributing causes and myringotomy, but 
there have been a number in which the mem- 
brane has apparently become a chronically se- 
creting one and paracentesis does not allow 
aeration and drainage long enough for complete 
recovery. As soon as the myringotomy closes, 
the middle ear persistently refills with fluid. 
This may happen time and time again until it 
becomes only too apparent that further para- 
centeses are useless. In reviewing cases which 
I saw ten years or more ago, I am certain that 
there are several among them who today would 
not be wearing hearing aids had I gone further 
with my treatment of their middle ear cavities. 

The most unsatisfactory cases are those of 
uncontrolled allergy. I have under observation 
at the present time a particularly distressing 
case in a woman who has been severely deafened 
for about four years with middle ears almost 
constantly filled with fluid, who has gone the 
rounds of the allergists, has used benadryl and 
other drugs with no apparent help. She has 
been somewhat improved by nasopharyngeal 
radium. Of course, I feel that if her allergy 
could be controlled her secretory otitis would be 
cured. We have used nasopharyngeal radium in 
a large number of these cases and it has ap- 
parently been of value in a few but it is not a 
cure-all. 
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Paracentesis is very simply done. Since these 
drums are not inflamed, a mild local anesthesia 
is fairly effective and can often be dispensed 
with completely. After the paracentesis the 
thick, honey colored fluid must be removed 
either by a suction tip, or by means of negative 
pressure induced by an otoscope with suction 
bulb. I have had cases which gave very definite 
signs of secretory otitis on inflation, but in which 
the fluid was so thick that even suction after 
the paracentesis failed to withdraw fluid. One 
such case was very interesting. I was convinced 
that we were dealing with a chronic otitis media 
serosa, but I could not produce fluid after 
myringotomy. I then injected penicillin in saline 
solution through the eustachian tube and blew it 
through the myringotomy opening. After I had 
injected about one-half an eye dropper full of 
this solution ‘it began to appear in the external 
canal showing a distinct yellow tinge and I be- 
lieve we did soften the glue-like mixture in the 
middle ear and really washed it out of the 
cavity. At any rate, this man’s hearing returned 
to normal within six days after having been very 
much depressed for about five months. 

It is undoubtedly true that in many cases a 
pathological eustachian tube prevents proper 
ventilation and equalization of barometric pres- 
sures in the middle ear and is the causative agent 
of some cases of chronic otitis media serosa, but 
I have a number of patients in whom it is cer- 
tainly not possible to demonstrate any ab- 
normality in the eustachian tube. 

Some observations on the varying consistency 
of this serum are of interest. In many cases as 
the condition persists, the fluid gradually be- 
comes thicker and darker yellow in appearance, 
until it finally resembles thick liquid honey or 
yellow glue in character, but we have had some 
patients who have continued to produce thin 
watery serum after two years and repeated 
paracentesis. In these people this serum shows 
no tendency to thicken, but they are, I believe, 
exceptions to the rule. This fluid usually shows 
few or no bacteria on smear and even in def- 
initely allergic cases the eosinophilic count is 
not dependable. 

We come now to the small group of patients 
whose middle ears have persisted in refilling in 
spite of correction of apparent causative dis- 
ease. These patients are usually wearing hearing 
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aids if their difficulty is bilateral. If their in- 
volvement is unilateral they often present a 
more concerned mental state than the average 
unilateral deafened case. This is because of the 
very annoying autophony, or echo effect, which 
can produce greater concern than the actual loss 
of hearing. These peoplé present a real prob- 
lem and I have one suggestion which has given 
me great satisfaction in a few cases. 


It is evident that a paracentesis closes en- 
tirely too quickly and does not allow these 
middle ears to aerate properly. I, therefore, in 
selected cases have intentionally produced a 
permanent perforation of the drum. My experi- 
ence has been very limited, but so far these 
cases have been satisfactory. I have been careful 
to choose elderly people in whom a perforated 
drum is of little concern. I have hesitated to do 
this in young active persons who have an athletic 
life ahead of them. However, a perforated drum 
is preferable to a life of deafness. 

It is not easy to produce an intentional per- 
manent perforation of the drum. I finally 
adapted the corneal trephine of the ophthalmol- 
ogists, having it mounted on a long handle 
resembling a paracentesis knife. I had the 
usual set of four trephines made, from 1, 1%, 
2 and 2% mms. in diameter. However, it was 
found that the two smaller sizes are useless, since 
a perforation of those sizes closes very readily, 
so now I use the larger sizes exclusively. Under 
local anesthesia the trephine is placed against 
the posterior quadrant of the drum and rotated 
until it readily enters the middle ear. Practically 
no pressure is necessary. It usually cuts the 
complete circumference of a circle, but once in 
a while a small area of the circumference will 
remain intact. To guard against this, I rou- 
tinely flow a fine current of air against the 
drum after completing the trephination and if 
the circumference is incompletely severed the 
flap will be blown about until it comes to rest 
in the external canal and it can then be removed 
with biting forceps. The usual suction is then 
either made with a fine nasal suction tube or 
by means of an otoscope. The cases in which 
I was able to produce a satisfactory permanent 
perforation, even though small, have seemed to 
do very well. I commend this suggestion for 
your consideration. My own experience with it 
has been limited. 
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It is generally assumed that this fluid is local- 
ized in the middle ear cavity. However, in some 
cases the distribution is undoubtedly more ex- 
tensive. Recently a case was observed in which 
multiple myringotomies produced a larger 
amount of serum than could be accounted for by 
the middle ear alone. X-rays showed a slightly 
cloudy mastoid with intact bony structure. This 
patient suffered for three years but would obtain 
relief for four or five days and then would find 
the use of a hearing aid obligatory. The eus- 
tachian tube was inflated with great difficulty. 
Since all the usual forms of treatment had proved 
unavailing, mastoidectomy was resorted to. It 
was most interesting to find all the mastoid cells 
dependent to the antrum filled with transparent 
yellow fluid, but the cell linings were unaltered. 


It is important also to report that obliteration 
of all the cellular structure did not change the 
course of the secretory otitis; fluid recurs as 
before. The eustachian tube remains uninfla- 
table. 


In conclusion I wish to emphasize these 
points: in opaque drums diagnostic inflations are 
often necessary and are of great value. In a 
diagnostic inflation the usual signs of bubbles or 
moisture are very often not heard and the so- 
called choked inflation is of great diagnostic 
significance. Third, I also wish to call your at- 
tention to the possibility that permanent per- 
foration may be the method of choice in care- 
fully selected cases. 


DISCUSSION (Abstract) 


Dr. Watt W. Eagle, Durham, N. C.—My interest in 
this subject has been mainly in the acute secretory 
otitis medias. Frankly, I have seen very few cases 
in the stage of chronic secretory otitis media as 
described by Dr. Hotchkiss, but have seen a number 
of cases presenting chronic adhesive otitis media. Those 
cases had passed through the stage described today. 

Undoubtedly allergy of the uncontrolled type may be 
a prominent factor. 

Dr. Hotchkiss has followed 30 cases of chronic 
secretory otitis media, some of which had repeated 
myringotomies and aspirations but did not clear up. 
It is possible that the low altitude and high humidity 
are factors in producing this disease more commonly in 
Florida, and that the disease becomes chronic because 
of neglect or of an examiner’s inability to recognize 
secretory otitis media. We know that high altitudes 


may produce aero-otitis, and conversely it is possible 
that secretory otitis media may be more commonly 
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found in the low altitudes with continued high 
humidity. 

The essayist mentioned the importance of the use of 
a nasopharyngoscope in his diagnostic methods, and it 
was doubly of interest to hear him say that he uses 
the guidance of the nasopharyngoscope in passing 
eustachian tube catheters. Trauma is certainly held to 
the minimum with the use of this instrument. 


I still prefer not to catheterize the eustachian tube, 
either for diagnostic purposes or even after myringotomy 
and aspiration of the fluid, for the reason that the only 
cases of acute secretory otitis media that were under 
our care, which persisted and required repeated myrin- 
gotomies and went into a more or less chronic state were 
those which had had catheterizations and inflations. I 
do not wish to have it inferred that I am condemning 
Dr. Hotchkiss’ method of diagnosis by catheterization 
and inflation. He has been dealing with chronic cases 
and I have had experience with the acute cases mainly, 
where a diagnosis is more easily reached. I prefer to 
incise the drum and use the gentle aspirator tip in all 
cases in which a diagnosis is difficult or questionable, 
because of thickness or opacity of the drum. Dr. 
Hotchkiss and I both agree that the ear drum heals 
immediately following myringotomy. If myringotomy is 
done and no fluid is found in the middle ear, there 
will be no harmful after-effect, while if fluid is found 
it is aspirated. Sometimes the tinnitus, which caused one 
to suspect a diagnosis of fluid in the middle ear, ceases 
after myringotomy. 

Attention has been called to a new diagnostic pro- 
cedure and observation. Dr. Hotchkiss calls this “choked 
inflation.” Apparently he always uses minimal pressure 
which gives the “choked inflation.” It is my impression 
that I have used more pressure by hand bulb (large 
ear syringe) and, as a result, have noted a raspy, annoy- 
ing and intolerable noise as the inflation continued. 
With the increased pressure on inflation bubbles are 
finally produced, regardless of how thick the fluid is, 
unless it is semi-solid or similar to melted rubber in 
consistency, as we observed in one instance. 


The catheterization of the eustachian tube followed 
by irrigation with a fluid, penicillin in the instance 
mentioned in the paper, is an interesting innovation and 
offers a possible new method of treatment of chronic 
secretory otitis media, in which the fluid is too thick 
to be aspirated through the myringotomy opening. We 
wonder whether it was the saline itself that dissolved 
the thick discharge or whether the pencillin caused the 
dissolution. One must await further treatments by 
this method before it can be considered for general use. 


We have not used catheterization and inflation for 
diagnostic purposes. Apparently Dr. Hotchkiss uses 
the procedure of catheterization and inflation with low 
pressure one time only. He thus avoids the trauma of 
possibly repeated catheterizations, as pointed out by 
Politzer many years ago when he said in his “Diseases 
of the Ear,” (Fifth Edition, published in 1909, on page 
314): “Experience has shown that the repeated con- 
tact of the hard beak of the catheter with the diseased 
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mucous membrane of the tube increases the swelling and 
secretion of the middle ear.” 


The myringotomy was described by the speaker as 
essentially painless. This is a very accurate statement, 
since the normal ear drum is not nearly so painful as 
the inflamed drum, and in this disease we are dealing 
wth an essentially normal drum—that is, free of any 
inflammation, even though it is a thickened or opaque 
drum. We have easily done myringotomy and aspiration 
on one child age 3 and on several five to six years of 
age without any anesthesia. The old idea of extreme 
pain refers to an inflamed drum only. 

It is thoroughly agreed that a permanent opening 
of the ear drum is the only solution of these chronic 
cases of secretory otitis media. The corneal trephine 
on a long handle, as described, should certainly become 
an instrument to be used intelligently by all of us. 

It is to be hoped that Dr. Hotchkiss’ remarks have 
fallen on ears of those having good hearing, who in turn 
shall help provide good hearing for their patients by 
recognizing and treating secretory oitis media whether 
it be in the acute or chronic form. 


Dr. James W. Jervey, Jr., Greenville, S. C.—It is 
possible that Dr. Hotchkiss is dealing not simply with 
a secretory otitis media, but with a condition which 
was described some twenty years ago by Dr. J. W. 
Jervey in which he described a mastoiditis with hyper- 
plastic serosa. The pathology of that condition is very 
much like that described in the last case which was 
operated upon by Dr. Hotchkiss. 


I have had experience with a few cases. On x-ray, the 
cellular structure is very clear, and at first appearance, 
it would seem that the mastoid is not involved, but 
more careful examination will show that the inter- 
cellular structure is tremendously increased, and when 
those patients are operated upon, the cells are filled 
with the thick honey-colored fluid described. There is 
no pus formation; there is no bacterial growth. 

I had a case examined pathologically with the idea 
that it might have been tuberculous. My experience 
with those few cases I have seen has been that when 
the mastoid was operated upon the ear dried and the 
hearing returned to normal. 


Dr. Oscar Wilkinson, Washington, D. C—The first 
indication in this type of case is to eliminate any allergic 
condition in the patient. We might do all sorts of 
puncturing of the ear drum, and other treatment, but 
if we leave the patient susceptible to allergic reactions, 
he still gets this exudate. 

I also agree with Dr. Jervey, that in the chronic cases 
there is certainly an indication for mastoidectomy. A 
simple mastoidectomy in a case of that kind is not a 
serious operation, and the hearing will be better with a 
simple mastoid than it will be after numerous incisions 
of the drum. 


With reference to inflation, I will stick my neck out 
a bit. If one inflates after the drum has been opened 
he drives out the exudate and can get a dry ear 
and the drum will heal. After the drum is healed, if one 
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inflates it and uses local treatments to nose and tubal 
orifice, he is not doing any harm. I use a chloroform, 
iodine and camphor mixture, which I inflate into the 
middle ear. There is no question in my mind that it 
aids in keeping the opening in the eustachian tube. If 
the tube is kept open, one gets a dry ear and a hearing 
ear in these cases. If one does not get results, Dr. 
Jervey has the answer. 

Dr. Hotchkiss (closing) —Therapeutic inflations are 
in general disrepute, and I think rightfully so. I believe 
the hand-bulb type of inflation is very difficult to 
regulate, since one must be very careful of the amount 
of air and the amount of pressure used. I have the 
feeling that cases with mastoid involvement are pro- 
duced by blowing the serum from the middle ear into 
the mastoid cell, as a result of too vigorous inflation. 

Dr. Eagle says he never uses inflation and I concur 
with him that if much force is used, it is very dangerous. 
I think, Dr. Jervey, that your statement about the 
mastoid involvement in your father’s case is very much 
to the point. However, x-rays were taken in this last 
case which I operated upon, and two x-ray men said 
they were absolutely normal. Clinically they did not 
show any swelling of the mucosa, although the cells were 
filled with fluid. We may not be able to depend too 
much on x-ray diagnosis in these cases. If conservative 
treatments fail, we must decide between a permanent 
perforation or mastoid exenteration. 


EPIDEMIC MYALGIA* 


By A. M. Harvey, M.D. 
P. A. Tumutty, M.D. 
F. B. Banc, M.D. 
and 
W. B. Lerrwicu, M.D. 
Baltimore, Maryland 


During the months of October and November 
of this year there has occurred among the staff 
and the patients of the Johns Hopkins Hospital 
a small epidemic in which pleurodynia and 
cervical myalgia have appeared concurrently, at 
times in the same individuals. It thus seems 
possible that the two syndromes are variant 
forms of the same infectious process. The 
present communication summarizes previous ex- 
periences with these syndromes as reported in 
the literature and describes briefly the char- 
acteristics of the epidemic which was observed 
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in this hospital. The report of an epidemic of 
pleurodynia appearing in the Boston area during 
the months of July, August and September of 
this year suggests that this disease may appear 
in other localities along the Eastern seaboard.! 

Among the numerous synonyms for the disease 
which is most commonly known as epidemic 
pleurodynia are epidemic myalgia, devil’s grip, 
Bornholm disease, epidemic diaphragmatic spasm 
and epidemic phrenic neuralgia. It is an acute 
infectious disease, thought to be of virus etiology, 
which has appeared in epidemic form in many 
parts of the world. The first series of cases was 
described in this country by Dr. William C. 
Dabney of the University of Virginia who pub- 
lished an account of “an epidemic simulating 
dengue” which occurred in and around Char- 
lottesville and the University of Virginia in June 
1888.2. The characteristic feature is paroxysmal 
pain in a muscle group or groups. It begins 
suddenly and is usually described as sharp and 
knife-like, but it may be dull and aching in type. 
Most commonly the pain is localized to the 
region of the lower chest and the epigastrium. 
It is aggravated by anything which causes con- 
traction of thoracic or abdominal muscles, such 
as deep breathing, coughing or sneezing. The 
pain often radiates to the shoulders or neck, into 
the upper or lower abdomen, or back. Abdominal 
localization of the discomfort may be so marked 
as to simulate an acute intra-abdominal condi- 
tion. Although entire muscle groups are gen- 
erally involved, the pain may be sharply localized 
to a small area. Typical of the disease is the 
migratory and sometimes fleeting character of 
the pain. It is often associated with local tender- 
ness, but infrequently with hyperesthesia. One 
or more recurrences of pain and fever after 
freedom from symptoms for several days are 
also typical of this syndrome. 

Next to pain, fever is the most constant mani- 
festation of the infection. The temperature may 
rise suddenly to 102 to 103 degrees F., falling 
rapidly to normal in twelve to forty-eight hours. 
A secondary rise of similar nature frequently 
occurs after a period of two or three days. 

Severe frontal headache is the most common 
associated symptom. Gastro-intestinal complaints 
are rather infrequent. During some epidemics a 
mild upper respiratory tract infection has pre- 
ceded and accompanied the syndrome, while in 
other instances this has been unusual. Rarely 
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the central nervous system has been involved. 
Sylvest? mentions a case of encephalitis in one 
of the Swedish epidemics. In the Brooklyn epi- 
demic of 1942* there were five patients in a total 
of one hundred and sixty-six who were believed 
to have meningo-encephalitis characterized by 
headache, apathy, vertigo and photophobia. A 
lymphocytic pleocytosis was found in the spinal 
fluid of several patients. Orchitis has been a 
complicating feature in a few epidemics and 
pericarditis has been reported as an unusual 
complication.’ 7 


Physical examination rarely discloses any 
striking abnormalities, other than protective 
splinting of the involved portions. Reddening 
of the pharynx without edema or exudate is seen 
in a large number of the patients. In most epi- 
demics pleural friction rubs have been heard 
infrequently while in occasional instances they 
have been commonplace. 9 


The white blood count may be normal or mod- 
erately elevated. Some authors have described 
the development of leukopenia!® and eosinophilia 
during convalescence. The sedimentation rate 
has been reported to remain elevated for two to 
three weeks.5 


The infection is usually of short duration, 
running its course in two to seven days, but 
occasionally lasting for fourteen to twenty-one 
days. Recovery is almost always complete, but 
sometimes patients may feel fatigued and de- 
pressed for several months after the acute epi- 
sode. Death from the disease has never been 
reported. 


The seasonal incidence of this disease has been 
quite striking, almost all of the reported out- 
breaks having occurred during the late summer 
and early fall. The tendency for the disease to 
appear along coastal areas has been noted in 
Sweden,® and in this country most of the epi- 
demics have occurred in cities along the eastern 
seaboard. It is generally believed that the in- 
fection is spread by human contact. The incuba- 
tion period is variously estimated as being be- 
tween two and fourteen days. 

In 1935 Massell and Solomon! suggested that 
the common condition of “stiff neck” was a form 
of infectious myalgia involving cervical muscle 
groups, and described its epidemic appearance 
in Boston from May to July 1935. Fifty-two 
individuals in a group of 300 studied had pain 
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deep in the tissues of the neck as the prominent 
feature of this syndrome. It usually began 
suddenly in individuals who otherwise felt en- 
tirely well, and there were few associated symp- 
toms. The pain was generally unilateral, involv- 
ing the entire side of the neck. Rotation of the 
neck was extremely painful, so that the patients 
held the head stationary, turning the whole body 
in order to look to the side. These symptoms 
usually abated after twelve to forty-eight hours, 
but occasionally persisted in mild form for sev- 
eral days or weeks. Recurrences were not un- 
common. While regarding the syndrome which 
they described as an epidemic infectious myositis, 
Massell and Solomon did not relate it to epidemic 
pleurodynia. 


In 1937 Smith! described six young boys 
whom he saw in the fall of 1936 at Rugby 
School, England, four of whom had cervical 
myalgia, one myalgia of the abdominal muscles 
and the sixth pleurodynia. He said that there 
was nothing to suggest that any of the patients 
contracted the disease one from another, but it 
is of interest that he suggested that cervical 
myalgia and epidemic pleurodynia were clinical 
variants of the same disease. 

In 1942 Beeson and Scott!3 described one 
hundred and twenty-five cases of acute myalgia 
of the neck and shoulders which occurred in 
England during the winter of 1941-1942. The 
trapezius muscle was the site of pain in nearly 
every instance, although other muscle groups 
were sometimes involved as well. None of the 
patients had pleurodynia. Headache was pres- 
ent in half the cases, and 40 per cent of the 
patients had an upper respiratory infection at 
the time of onset of myalgia. The white cell 
count generally remained normal, though at 
times there was a moderate lymphocytosis. The 
sedimentation rate was always normal. The 
course of this illness was usually benign, and 
terminated uneventfully in less than a week. 
A characteristic feature was its tendency to recur 
after varying intervals of time. In a few in- 
stances symptoms persisted for several weeks 
and rarely the disease passed into a chronic 
form of generalized fibrositis. Because of the 
predominance of trapezius involvement and the 
absence of pleural pain, fever or leukocytosis, 
they set this syndrome apart from Bornholm 
disease. 


In 1945, Wilson'* described an epidemic 
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myalgia affecting the trapezius muscle alone 
which he observed in groups of soldiers during 
July-August 1940 and September-October 1943. 
He depicted this condition as differing from 
Bornholm disease in several important features. 
The pain was always localized to the trapezius 
muscle. Pyrexia was unusual and never exceeded 
100 degrees F. There was no leukocytosis and 
the sedimentation rate remained normal. Head- 
ache was common, as were catarrhal symptoms. 


{t is of considerable interest that we have ob- 
served the occurrence of the typical clinical 
picture of pleurodynia and of cervical myalgia 
in the same epidemic. The first case of pleu- 
rodynia came to our attention on October 6, but 
it is very likely that the infection had appeared 
in the community at least several weeks prev- 
iously. During this epidemic there have been 
about thirty cases primarily with manifestations 
of pleurodynia and a smaller number of cases 
having an acute torticollis. The manner in which 
the disease spreads may be illustrated by the 
following case reports which also present the 
typical syndromes which were seen among these 
patients. 


Case 1—This 28-year-old white woman was the wife 
of one of the assistant resident surgeons. She had good 
general health until the onset of the present illness. 
Without prodromal symptoms she suddenly developed 
a very severe knife-like pain in her right upper quad- 
rant which -was accentuated by taking a deep breath, 
and radiated to her right shoulder. She felt feverish 
and was nauseated but had no cough. Physical examina- 
tion revealed a temperature of 100 degrees F. and splint- 
ing of the right chest with tenderness and spasm of the 
upper abdominal muscles. The white cell count was 
9,000 per cu. mm. with a normal differential. The 
sedimentation rate’ was 19 mm. per hour (Wintrobe). 
The electrocardiogram showed no abnormalities. X-ray 
of the chest was normal. The patient continued to 
have severe pain in the right lower chest anteriorly and 
the right shoulder as well. The temperature became 
mormal in twenty-four hours. There was no hyper- 
esthesia or local tenderness of the muscles and no pleural 
friction rub was heard. On the fifth day of illness 
she suddenly developed severe pain in the left upper 
quadrant and in the left lower chest, identical to that 
previously suffered. She appeared quite ill, although 
her temperature had risen only to 100 degrees F. The 
white cell count was 5,200 per cu. mm. Her respirations 
were very rapid and shallow due to the splinting from 
the severe pain. Her abdomen became progressively 


more distended as a result of acute gastric dilatation. 
Following profuse emesis she improved considerably. 
By the tenth day of her illness the pain in her left 
chest was still present, but mild. On that day a pleural 
friction rub was first heard in the left axillary region. 
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On the sixteenth day she again had a transient attack 
of pain in the left lower chest anteriorly and an ex- 
tensive pleural friction rub was heard below the left 
breast. Throughout the course the sedimentation rate 
was considerably elevated, but returned to normal on 
the twentieth day of the illness. 


Summary.—This patient had a classical pic- 
ture of epidemic pleurodynia with three distinct 
episodes of pain. On two occasions a pleural 
friction rub was heard. 


Case 2.—This 28-year-old white woman, wife of a 
surgical assistant resident, was in daily contact with 
patient 1. On October 22 while feeling quite well she 
suddenly noted a severe “stitch-like pain” which began 
in the right lower quadrant of the abdomen and radiated 
to the right upper quadrant, settling under the costal 
margin. This pain was accentuated by deep breathing, 
or movement. She was nauseated for the next few 
hours and vomited once. The following day an opera- 
tion was performed and a normal appendix removed. 
Following this she felt well for three days, when while 
sitting quietly in bed she suddenly developed pain be- 
neath the right clavicle which was accentuated by respir- 
ation and cough. After a few hours this pain subsided, 
but was replaced very shortly by a similar pain localized 
to a small area medial to the spine of the right scapula. 
At that time her temperature was 100.5 degrees F. and 
she did not appear at all ill. Slight splinting of the 
right chest was the only abnormality on physical ex- 
amination. The white cell count was 3,300 per cu. mm. 
An electrocardiogram at this time revealed significant 
depression of the T waves in the conventional leads and 
similar changes were noted two days later. X-ray 
examination of the chest was normal. After twenty- 
four hours her temperature was normal and she was 
free of symptoms. In the electrocardiogram taken 
sixteen days after onset of illness, the T waves had 
returned to normal. 


Summary.—This patient had contact with 
patient 1. Eleven days later she developed pain 
in the right lower abdomen which led to an 
appendectomy. Three days later there were 
fleeting episodes of pain in the right chest. 
Transient T wave changes were observed in the 
electrocardiogram. 


Case 3—The third patient was a 25-year-old general 
duty nurse who attended patient 1 during the early 
phase of her illness. One week after her first contact 
with this patient she developed an upper respiratory 
infection. The following morning she was awakened by 
a “miserable pain” along the right costal margin, ac- 
centuated by respiration, cough or movement. She had 
a temperature of 102 degrees F. for about twelve hours, 
felt only mildly ill, and after three days the pain sub- 
sided. Ten days later she suddenly felt a “crick” in the 
left side of her neck, soon followed by a dull frontal 
headache. When seen at that time her temperature 
was 99.6 degrees F. There was a mild conjunctivitis 
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and the pharynx was moderately reddened. She pre- 
ferred to move her entire trunk, holding her neck 
immobile. There was considerable tenderness on palpa- 
tion of the left side of the neck, maximal below the 
occiput and at the point of origin of the sternocleido- 
mastoid muscle. There was no hyperesthesia. The re- 
mainder of the examination was normal. Three days 
later she was well. 


Summary.—This nurse developed typical pleu- 
rodynia about one week after first attending 
patient 1. After ten days of freedom from symp- 
toms she developed typical cervical myalgia. 


Case 4.—This 37-year-old nurse had no direct con- 
tact with any of the previous patients, but her room- 
mate was a nurse who worked in the same operating 
room as the husbands of patients 1 and 2 and who 
about three weeks previously had had typical cervical 
myalgia. On November 3, patient 4 suddenly felt chilly 
as though catching a cold. The next day when bending 
over she felt a “crick” in the right side of her neck 
which produced only mild discomfort. On November 6 
she developed a mild rhinitis and suddenly began to 
have excruciatingly severe pain deep in the right side 
of her neck. This was aggravated by rotation or flexion 
of the head, and was accompanied by a very severe 
throbbing occipital headache. Her temperature was 
98.6 degrees F. The pharynx was reddened. The neck 
was supple upon anterior flexion, but there was extreme 
pain on turning the head to the left. There was maximal 
tenderness in a small area just below the right occiput 
and over the origin of the right sternocleidomastoid 
muscle. A muscle biopsy taken from this region revealed 
no abnormalities. The white blood cell count was 5,000 
per cu. mm. and the sedimentation rate was 11 mm. per 
hour. The pain persisted for seven days. 


Summary.—tThis patient developed typical 
cervical myalgia about three weeks after her 
roommate, an operating room nurse, had a sim- 
ilar illness. 


As in other epidemics, the chief complaint of 
the patients we have observed has been the sud- 
den onset of pain. The cases may be grouped 
as follows: (1) those with pain confined to 
the chest; (2) those with pain confined to the 
neck and shoulders; (3) those with pain both 
in the cervical region and the chest. In some 
instances the pain was first noted in the neck 
and later appeared in the chest, but in other 
cases the reverse was true. A few individuals 
also had discomfort in the muscles of the back 
and extremities. Pain in the lower chest was 
not infrequently associated with abdominal pain, 
in one instance severe enough to warrant an 
appendectomy. In general, the pain was only 
moderate, but two patients required opiates for 
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relief. Fever was generally of slight degree if 
present and was never greater than 103 degrees 
F. Headache was the most common associated 
symptom, often being quite intense and usually 
frontal in location. About half of the group had 
a concomitant mild upper respiratory tract in- 
fection, and about one-third had a dry cough. 
The illness of three patients began with nausea 
and vomiting. A striking feature was the absence 
of a significant degree of general malaise, even 
in the individuals who had severe pain. A pleural 
friction rub was heard in but one patient, and 
the only frequent physical findings were mild 
reddening of the pharynx without edema or 
exudate, and tenderness of the affected muscles. 
Hyperesthesia was not noted. The disease usually 
lasted from two to seven days, but a few patients 
continued to have recurrences of myalgia for as 
long as two to three weeks. 


The white blood cell count was generally 
normal. A transient eosinophilia was observed in 
one case. In some instances the sedimentation 
rate was elevated during the period of active in- 
fection, while in others it was not. X-rays of 
the chest revealed no abnormalities. Of some 
interest was the depression of the T waves noted 
in the electrocardiogram of one patient. With 
recovery these alterations reverted to normal. 
Similar changes were described by Heckscher? 
ina patient with pleurodynia and pericarditis. 


DISCUSSION 


The feature of this small epidemic which has 
been of most interest is the occurrence of cases 
having all the clinical characteristics of epidemic 
pleurodynia together with cases showing the 
typical manifestations of epidemic cervical 
myalgia. While a relationship between pleu- 
rodynia and cervical myalgia has been suggested 
previously, other observers!’ have regarded 
the two entities as distinct because of the pre- 
dominance of trapezius involvement and the 
absence of “pleural pain,” fever or leuko- 
cytosis in the latter. However, cervical myalgia 
has been commonly reported in epidemics of 
pleurodynia, and in Nichamin’s!5 series 39 per 
cent of the patients had pain in the trapezius 
muscle. Also, an “abdominal type” of the infec- 
tion has been described in which pleural pain 
may be minimal or absent.~!° Nor is a sig- 
nificant degree of fever a necessary part of the 
syndrome of pleurodynia, as Nichamin'> de- 
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scribed an epidemic in which 50 per cent of 
the patients remained afebrile. Leukocytosis 
has been more frequently absent than present. 
These facts coupled with the occurrence of the 
two syndromes during this epidemic, at times in 
the same individual, suggest that we are dealing 
with a single entity. In 1943 Butsch'® described 
an epidemic illness occurring in 50 soldiers 
characterized by sudden onset of severe abdom- 
inal pain made worse by cough or deep breath, 
accompanied by nausea, vomiting, abdominal 
tenderness without spasm and frequently hyper- 
esthesia. Fever was mild or absent and the white 
cell count was normal. Pain usually subsided 
in twenty-four hours, but occasionally it per- 
sisted for two to ten days. It seems possible that 
this epidemic represents another variant form of 
this same infection, as similar “abdominal epi- 
sodes” have been reported as part of the picture 
of Bornholm disease. 


No studies have been made to date which 
clearly define the pathogenesis of these clinical 
syndromes. It has been suggested that the cause 
is a filtrable virus. Beeson and Scott!’ attempted 
to determine the transmissibility of epidemic 
myalgia to human subjects and to experimental 
animals. Transmission to human beings ap- 
peared to be accomplished through the agency 
of whole blood from acute cases, although the 
evidence was not conclusive because of the prev- 
alence of the disease in the community at the 
same time. Attempts to establish the disease 
in other hosts were unsuccessful. The precise 
way in which the pain is produced and the 
principal structures involved has never been 
completely clarified. The occurrence of mani- 
festations suggesting involvement of the nervous 
system in certain of the epidemics with demon- 
strable changes in the spinal fluid including 
lymphocytic pleocytosis has suggested that this 
may be primarily a virus which invades the 
nervous system.‘ !? Of some interest is the re- 
port of an epidemic of pleurodynia developing 
during an epidemic of classical influenza.!® In 
other epidemics there has been the simultaneous 
appearance of epidemic parotitis,5 © lymphocytic 
choriomeningitis and poliomyelitis. 


The localization of the pain in the muscle 
region with tenderness frequently demonstrable 
in the involved areas has suggested that this 
disease may be primarily a myositis. This is sup- 
ported by the observations of Sylvest? who found 
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localized muscular swelling and firmness in a 
number of his cases. However, this has not been 
noted by others. Stretching of muscles seems to 
be the stimulus for the production of pain. In 
so-called epidemic pleurodynia the upper ab- 
dominal and lower thoracic muscles are probably 
involved more frequently than the diaphragm 
itself. In most of the cases observed in this 
epidemic the findings did not suggest diaphrag- 
matic localization, but rather involvement of 
the muscles of the chest wall and upper abdomen. 
The occasional appearance of a pleural friction 
rub might be explained by extension of the 
inflammatory process to the adjacent pleural 
surface. 


SUMMARY 


An epidemic in which typical pleurodynia and 
cervical myalgia appeared concurrently among 
the staff and patients of the Johns Hopkins 
Hospital during October and November 1947 is 
described. The opinion is expressed that these 
two clinical syndromes are not separate entities 
but variant forms of the same infectious process, 
the dominant manifestation of which is muscle 
pain. 
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SURGICAL JAUNDICE* 


By Hersert Acurr, M.D., F.A.CS., F.1.C.S. 
Knoxville, Tennessee 


The interrelationship of the etiologic factors 
of jaundice makes a well defined, early differen- 
tiation between medical and surgical jaundice 
exceedingly difficult. While the subject of this 
discussion is “surgical jaundice,” it is not only 
obvious but imperative that medical diseases 
producing jaundice be considered and evaluated 
before intelligent therapy can be instituted for 
surgical jaundice. A proper concept of jaundice 
must actually antedate the symptom complex of 
yellow skin, itching sensation and _ general 
apathy. 

The liver, being the organ of bile production, 
must be considered because of its anatomical 
construction which bears a definite and im- 
portant relationship to its function and conse- 
quently to a derangement of its function, result- 
ing in disease and jaundice. 

The hepatic lobule, being the unit of function 
of the liver, is so constructed that blood from 
the interlobar vessels of the portal vein and 
hepatic artery flow through the capillaries of 
the liver to the central vein of the hepatic lobule. 
These fine and delicately constructed capillaries 
are lined by endothelium and reticulo-endothelial 
cells, sometimes referred to as Kupffer cells. 
From the lobule the bile is filtered through the 
capillaries where a most interesting and im- 
portant anatomical arrangement exists. 


On one side of the hepatic cells there exists a 
blood capillary, and on the other, a bile capillary. 
Therefore, in this intricate network the hepatic 
cells may absorb nutritional substances from 
the blood stream and secrete others into the 
biliary tract. As a part of this mechanism the 
bile is then collected from the lobule and re- 
turned to the biliary circulation. 

The capillary permeability which occurs in the 
so-called capillary bed may be easily injured 
by numerous drugs and other extraneous sub- 
stances which may injure the integrity of the 
capillary wall. Prominent among these sub- 


*Read in Section on Surgery, Southern Medical Association, 
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stances are bile salts which may so injure the 
capillary endothelium as to permit fluid leak 
through the capillary walls and eventually find 
their way into the general circulation. 

The functions of the liver are multiple and 
important. As many as twenty-two different 
functions have been suggested throughout the 
years, which, incidentally, explains the difficulty 
in obtaining any one or more reliable liver 
function tests. Probably the four chief functions 
which follow will suffice for a practical study.? $ 

(1) Secretion of bile. 

(2) Metabolic function. 

(3) Reticulo-endothelial cell function. 

(4) Circulatory function. 


Bile is both a secretion and an excretion. It 
is a secretion since it contains the bile salts 
produced by the hepatic cells and since it makes 
a necessary contribution to intestinal digestion. 
As a secretion it plays a major part in the 
digestion and absorption of fats and the absorp- 
tion of fat soluble vitamins D, K, E and carotene 
(pro-vitamin A). It is also important as a 
detoxifying agent and makes a valuable con- 
tribution as nature’s laxative. 


Bile functions as an excretion in helping to 
remove bilirubin, urobilinogen, cholesterol, lec- 
ithin and other drugs and dyes, which accumulate 
in the body. 


Bilirubin is the chief pigment of human bile. 
It is derived from the reticulo-endothelial sys- 
tem, especially those cells of the liver, spleen 
and bone marrow. Bilirubin comes more directly 
from the hemoglobin by a process of hydrolysis. 
As a direct result of normal erythrocyte destruc- 
tion, approximately twenty-five grams of hemo- 
globin are liberated daily. Of this amount, ap- 
proximately fifteen to twenty grams are utilized 
in the formation of new red blood cells and five 
to nine grams are converted into bilirubin. The 
liver excretes two hundred to four hundred milli- 
grams of bilirubin daily in the bile which rep- 
resents by weight about four per cent of the 
hemoglobin from which it is derived. 

In the small intestine, bilirubin is converted by 
the action of putrefying bacteria into mesobili- 
rubin, urobilinogen (mesobilirubinogen) and ster- 
cobilinogen. These are, for the most part, re- 
absorbed into the portal circulation, thence to 
the liver and probably reconverted into bilirubin 
or a somewhat complex type of hypothetical 
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pigment. The portion which escapes reabsorp- 
tion from the intestine is oxidized to urobilin and 
other pigments found normally in the feces. The 
practical application to be deduced from the 
above physiological dicta is apparent. 

If the bilirubin pigment formed by the 
Kupffer cells from the hemoglobin and excreted 
by the hepatic cells into the bile ducts cannot 
pass into the duodenum on account of some 
obstruction, it, of necessity, must be reabsorbed 
into the blood stream. Bilirubin then collects 
in the blood which carries the pigment to all 
parts of the body resulting in a yellowish tinge 
in the skin, sclera and highly colored urine. If 
such a condition exists for two to three weeks, 
extensive impairment of liver function results, 
and the patient may succumb from a toxic state 
of cholemia which in symptoms is similar to 
uremia from renal deficiency. 

This condition, because of the obstruction to 
the flow of bile into the intestine, will give a 
positive direct response to the van den Bergh 
reaction in contradistinction to hemolytic jaun- 
dice where the reaction is indirect. 


The failure of bile pigment to gain entrance 


into the small intestine results in vitamin K de- 
ficiency. Vitamin K is the coagulation or anti- 
hemorrhagic vitamin and may be abundant in 
the food of the individual, but it is not absorbed 
from the small intestine unless bile is present. It 
naturally follows that if there is no vitamin K 
absorbed, there is a marked reduction in pro- 
thrombin level. Since the formation of thrombin, 
blood clotting, is dependent upon an adequate 
prothrombin level, the clotting of blood is 
markedly reduced which results in an associated 
condition with the existing jaundice, namely 
hemorrhage. 

It is obvious, then, that in any operative pro- 
cedure upon jaundiced patients, prothrombin de- 
terminations must be made and the deficiency 
compensated by intravenous or intramuscular 
administration of synthetic vitamin. 


The most interesting phase of liver metab- 
olism, other than pigment, is not within the scope 
of this discussion except in relation to small 
intestine absorption which has been referred to 
above. 


CLASSIFICATIONS OF JAUNDICE® 


(1) Hemolytic—In which there is excessive 
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production of bilirubin and negative or indirect 
van den Bergh reaction. 


Causes are as follows: 


Hemolytic anemias 
Pernicious anemia 
Pulmonary infarction 
Poisoning 

Aniline derivatives 

Arsenicals 

Lead 

Nitrobenzene 

Phenol 

Sulfonamides 

Banti’s disease 

Physiologic icterus of newborn 

Tropical sprue 

Malaria 

Relapsing fever 

Erythroblastosis fetalis 


(2) Hepato-Cellular or Intra-Hepatic.—In 
which there is noted retention of bilirubin, dam- 
age to liver cells, positive direct van den Bergh 
reaction after a very few days time. 


‘Causes are as follows: 


Acute hepatitis (catarrhal jaundice) 
Cirrhosis of liver 
Pneumonias 
Syphilis (congenital) 
Pregnancy (eclampsia) 
Poisoning 
Arsenic 
Atabrine 
Benzol 
Carbontetrachloride 
Cinchophen 
Chloroform 
Gold 
Phosphorus 
Sulfonamides (rare) 
Mononucleosis 
Abscess (amebic, hepatic, subhepatic, subphrenic) 
Acute yellow atrophy 
Cholangitis 
Parasitic infestation (trematodes, flukes) 
Neoplastic diseases (metastatic) 
Primary hepatoma 
Pyelophlebitis 
Yellow fever 


(3) Obstructive—tIn which there is obstruc- 
tion to the flow of bile, retention of bilirubin and 
bile salts, liver cell destruction, itching, brady- 
cardia, and positive direct van den Bergh reac- 
tion. 

Causes are as follows: 


Calculi (biliary or pancreatic) 

Cholangitis 

Neoplasm of pancreas, ducts, duodenum or lymph nodes 
Duodenitis and diverticulum of duodenum 


Parasites in ducts 

Stricture of ducts, congenital or acquired 
Adhesions 

Pancreatitis 

Pancreatic cysts 

Cysts, carcinoma or abscess of the liver 
Aneurysm of the hepatic artery or renal artery 


— = 
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We are concerned more particularly with the 
surgical consideration of obstructive jaundice, 
but must be equally certain that the patient with 
medical jaundice is not subjected to surgery and 
anesthesia, both of which will result in further 
liver cell embarrassment and destruction. 

Dr. A. R. Rich,’ published another classifica- 
tion of jaundice as follows: 

(1) Retention Jaundice—Which is due to overpro- 
duction of bilirubin with subnormal liver function and 
negative to direct van den Bergh reaction. 


Causes are: 

(A) Anoxemia. 

(B) Febrile diseases. Associated with anoxemia. 

(C) Immaturity of liver cells. Icterus neonatorum. 

(D) Undetermined: Hanot’s cirrhosis. 

(2) Regurgitation Jaundice—In which there is a re- 
flex of bilirubin from the canaliculi into the blood due 


to obstruction to the outflow of bile or necrosis of 
liver cells. The van den Bergh reaction is positive. 


Causes are: 
(A) Necrosis of liver cells. 
(B) Obstruction of bile ducts. 


Dr. A. O. Ivy* in a recent paper delivered to 
the International College of Surgeons in Chicago 
strongly emphasized that in the question of 
diagnosis of jaundice, the pathological determina- 
tion was secondary to the therapeutic diagnosis. 
The latter requires prompt action while more 
time may be consumed in the diagnosis of hemo- 
lytic jaundice. He pointed out further, in hemo- 
lytic jaundice existing over a period of years, 
that 66 per cent of patients will develop stones 
and hence a surgical jaundice. This might well 
result in a condition in which the van den Bergh 
reaction might give both direct and indirect re- 
action. Ivy further reported his study of 1,131 
cases in which the therapeutic causes were about 
equally divided between medical and surgical 
conditions. 

‘Hemolytic jaundice as a rule is not too dif- 
ficult to diagnose, but the differentiation be- 
tween hepatitis with pressure occlusion of bile 
ducts and surgical obstructive lesions is difficult. 
Watson of the University of Minnesota empha- 
sizes a careful history and physical examination 
at the bedside and reports accurate confirmation 
of his finding in the differential diagnosis in 
50 per cent of cases examined. 

Cook County Hospital in Chicago reports 62 
per cent accuracy in similar studies. Cook 
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County emphasizes that by the additional use 
of liver function tests and other diagnostic meas- 
ures, they have succeeded in raising the above 
62 per cent of clinical diagnoses to 95 per cent 
accuracy. 

In surgical jaundice the following observations 
will be fairly constant and therefore diagnostic. 


Careful history may reveal the sudden onset 
as in stone, pain referred to epigastrium along 
the phrenic nerve distribution to the shoulder, 
biliuria, clay stools, loss of weight, absence of 
urobilinogen from feces and urine, and hyper- 
cholesteremia. When blood cholesterol reaches 2 
level of 300 mg. per 100 c. c. and remains at this 
level or above, marked hepato-cellular degenera- 
tion occurs and the prognosis becomes serious. 


Ivy points out that the liver is enlarged in 80 
per cent of cases of hepatitis and to a much less 
degree in early obstructive jaundice. The gall- 
bladder is enlarged and palpable in 51 per cent 
of cases of cancer of the pancreas, in 20 per cent 
of stone in the common duct or cystic duct and 
in 10 per cent of cases of hepatitis. 


Splenomegaly occurs in 37 per cent of cases 
of cancer, in 8 per cent of cases of stone, in 50 
to 80 per cent of cases of cirrhosis or hepatitis, 
and in 30 per cent of cases of cancer of the liver. 

Splenomegaly then should direct one’s atten- 
tion to medical jaundice. The one confusing fact 
is that 37 per cent of the cases of cancer of the 
pancreas are associated with splenomegaly. 


DIAGNOSTIC FEATURES OF MAJOR TYPES 
OF JAUNDICE 


White and Geschickter® 
(Diagnosis in Daily Practice) 


Hepato- 

Hemolytic _cellular Obstructive 

Jaundice Jaundice Jaundice 
Common Unusual 
Intermittent fever _...... 0 Unusual Frequent 
Paroxysmal seizures _...Common Unusual Common 
Palpable liver ....Variable Common Variable 
Palpable spleen —... __Common Common Rare 
Clay-colored stools ...._ 0 Uncommon Frequent 
Urobilinogen 0 Increased Decreased 
Liver function —-._....Normal Decreased in Normal in 

early stages _— early stages 

Blood cholesterol Normal Normal Increased 
Blood cholesterol esters_.Normal Reduced Variable 
Serum albumen _. .-Normal Reduced Normal 
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Hippuric acid excretion occurs in 50 to 60 
per cent of cases of cirrhosis of the liver, in 66 
per cent of cases of cancer of the liver and in 16 
per cent of cases of cancer of the pancreas, while 
in obstructive jaundice with parenchymal liver 
cell damage, a minimal amount is excreted. 

Chills and fever are usually present in medical 
jaundice but are also present in 37 per cent of 
stones and therefore must be evaluated from the 
surgeon’s viewpoint. 

Pain is a valuable diagnostic symptom. Gall- 
stone colic, moderate or severe, is present in 75 
to 95 per cent of cases in which stones obstruct 
the common bile duct. In 10 to 15 per cent of 
common duct stones, the patients do not com- 
plain of pain. In medical jaundice 10 to 15 per 
cent of cases of cirrhosis complain of pain, but 
in practically all of these, there are stones present 
as a complication. The same is true in 25 per 
cent of cases of cancer of the liver with stones 
as a complication. 


X-ray examination of the gastro-intestinal 
tract reveals duodenal deformity in 40 per cent 
of cases of pancreatic disease. This deformity 
must be differentiated from duodenal ulcer. 
When stones visualize, they are most helpful, 
especially in the presence of jaundice. Gas- 
troscopic examination may reveal varicosities of 
the esophagus which are found in 15 to 20 per 
cent of cases of cirrhosis of the liver. Some 
varicosities may also be found by careful rectal 
and sigmoidal examinations. Galibladder visuali- 
zation is of no value in the presence of hepatitis, 
because the dye will not be eliminated. The 
urine in cirrhosis is essentially normal while in 
hepatitis it is dark, heavy, and not foamy when 
shaken. 

When should surgery be advised? The answer 
is, as soon as the diagnosis of a surgical obstruc- 
tion can be made. The common bile duct is the 
point of maximum interest and decision. With- 
out a properly functioning common duct, the 
patient’s life is short. 


Behrend! of Philadelphia has called attention 
to the fact that repeated and continuous chole- 
cystitis many times alters the anatomy of the 
duct inasmuch as a fusion occurs between the 
gallbladder and common duct which is confus- 
ing, especially to the inexperienced surgeon, and 
might well result in extensive injury to the 
common duct. 
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Since injury and stricture many times follow 
exploration of the common duct, it is my feeling 
that every case receiving cholecystectomy does 
not necessarily require opening of the common 
duct. A dilated common duct with jaundice, 
either constant or intermittent, with or without 
colicky pain, should be explored. 

The cystic triangle formed by the common 
duct, cystic duct and cystic artery remains the 
vulnerable area which demands a_ thorough 
knowledge of the regional relations and the skill 
of an experienced surgeon. 

How may one know when common duct ob- 
struction is complete? The stools soon become a 
putty gray color, and the absence of urobilinogen 
in the stools is noted. This test should be re- 
peated daily for one week. Urobilinogen is 
formed in the small intestine by the action of 
bacteria on bilirubin; therefore, if no bile pig- 
ment passes through the common duct, no uro- 
bilinogen can be formed. In cancer of the pan- 
creas the obstruction is assumed to be complete; 
in 15 per cent of the cases of stone in the com- 
mon duct, obstruction is complete. 


When a complete obstruction of the common 
duct has been determined by all the diagnostic 
criteria available, including the galactose tol- 
erance test, the cephalin cholesterol-flocculation 
test, x-ray collaboration, and prothrombin level 
determinations, then an effort should be made 
to relieve the obstruction by surgical procedures. 


PREPARATION OF JAUNDICED PATIENTS 
FOR OPERATION 


The morbidity and mortality of surgical pro- 
cedures in jaundiced patients have been far too 
great in the past. Such patients have died from 
hemorrhage, pernicious vomiting, uncontrollable 
diarrhea, evisceration, ileus with marked dis- 
tention, and other causes. 


With more reliable laboratory assistance, a 
better knowledge of the physiology of the liver, 
and the relation of nutrition to the body metab- 
olism, the risk of operation in such patients has 
been markedly reduced. Some years ago I 
adopted a routine taken from that followed by 
a number of hospitals including the Lahey 
Clinic,> which, if accurately followed pre-opera- 
tively, will give the patient his best chance for 
survival and the surgeon a lowered rate of 
mortality. 
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(1) Complete blood count 
(2) Blood chemistry 
(a) Nonprotein nitrogen 
(b) Serum bilirubin 
(c) Serum protein 
(d) Blood chlorides 
(e) Prothrombin time 
(f) Kahn or Kline 
(3) Liver function 
(a) Bromsulfalein 
(b) Hippuric acid 
(4) Stool examination for urobilin 
(5) Urinalysis 
(6) Cholesterol 
(7) van den Bergh 
(8) Glucose tolerance test 
(9) X-ray studies 


The liver must be adequately supported by 
proper nutrition. It must have carbohydrate 
from which it stores glycogen for the detoxifying 
and regenerative functions. It must also have 
adequate protein which protects the liver cell in 
the rapid destruction of obstructive jaundice, 
from drugs and from anesthesia. 


Protein is most necessary in the detoxifying, 
the reparative and regenerative functions of the 
liver. 


Fatty foods tend to accumulate fats in the liver 
when there is not enough glycogen to oxidize 
them. This process retards the other essential 
functions of the liver referred to above. Vitamin 
B deficiency and alcoholic beverages also en- 
courage the deposition of fat in the liver. 


The body should be further protected by an 
adequate fluid balance. If the oral administra- 
tion is not feasible, the carbohydrate-glycogen 
requirement may be met by the intravenous ad- 
ministration of 5 or 10 per cent glucose in saline 
or distilled water. 


The protein is best replaced by blood trans- 
fusion and amino acids. Whole fresh blood 
carries vitamin K and is excellent therapy in 
tendency to hemorrhage. In the obstructive type 
of jaundice, the administration of bile salts is 
discouraged because of deleterious effects upon 
both liver and kidneys through absorption into 
the blood. 


Vitamins K, C and B may all be given, pref- 
erably by mouth, in the preparatory stage for 
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surgery. If the patient can tolerate foods, a basic 
diet is preferable. Its component factors must 
be accurate and by no means left to the average 
liquid, soft and regular classification of most of 
our hospitals. 


For an average individual weighing one hun- 
dred fifty pounds, a diet should be contemplated 
which would furnish 3,000 to 3,600 calories daily, 
and should consist of: 


20 per cent protein or approximately 200 grams 
75 per cent carbohydrate or approximately 600 grams 
5 per cent fat or approximately 35 grams 


These values may be changed according to the 
patient’s demands, but rarely should fat be 
increased above 5 per cent. 


Operative procedures will not be discussed in 
this paper since they vary with each surgeon and 
since the operation per se is not the major in- 
terest in the jaundiced patient. The proper pre- 
operative management and careful guarding 
against postoperative renal failure and acute 
hepatitis is of the greatest importance. 


Postoperative urinary output, edema, tempera- 
ture, elevation of nonprotein nitrogen, serum 
protein, hemoglobin concentration, all signify 
renal failure. Treatment is unsatisfactory and 
the condition usually terminates fatally. : 


The effort should be to sustain fluid and pro- 
tein balance by the administration of glucose, 
blood plasma and amino acids. 
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DISCUSSION (Abstract) 


Dr. Charles Reid Edwards, Baltimore, Md.—I presume 
that the obstetrician and the pediatrician see more 
jaundice than other physicians. For a long time the 
jaundice which has been described as a neonatorum type 
has been observed. The baby gets well on its own 
powers within a few days. 
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But more recently the laboratory people have made 
the greatest contribution to the welfare of the newborn, 
as well as to the mother. In presenting the Rh factor 
(and disturbances in the Rh factor are, of course, known 
to be responsible for jaundice in a fairly high per- 
centage of babies) until this factor received the proper 
consideration and was adequately studied, the mortality 
in that group was excessively high. 

Therefore, it is important in the newborn to fix the 
responsibility for the jaundice as quickly as possible. 
There are three types that we see in the newborn: 
icterus neonatorum, which practically gets well of itself 
but may be confused with a temporary surgical type of 
jaundice which has been described by many men and 
has been especially referred to recently by Ladd and 
Gross as one which is due to extrahepatic biliary ob- 
struction. It has been demonstrated that gentle massage 
underneath the costal margin supported by an adequate 
administration of glucose, and very guarded and guided 
feeding will bring these babies through the perilous 
stage. 

However, the third type that we see in the newborn 
is one of particular interest, and that is where there is 
atresia somewhere in the biliary tract. Interest in this 
group of cases has been manifest in the past few years 
in a number of clinics. It has been demonstrated that 
probably less than 40 per cent of these babies have been 
regarded as surgical, and probably the main reason for 
the fact that they are not surgical is the long delay 
before the obstructive form of jaundice was diagnosed. 
During that time the baby’s liver had undergone a 
serious cirrhotic degeneration, which had permitted it 

‘to reach an irreversible stage. 

We have been interested in this group of cases in 
the past year because, out of six babies who were pre- 
sented with surgical jaundice as described by Dr. Acuff, 
only two of them were actually operable, and the two 
who were operable were operable probably, first, because 
of a mechanical situation that existed and, second, 
because they were picked up rather early. But babies 
who have been permitted to live five weeks or six weeks 
or eight weeks, as has been reported by a number of 
writers on the subject, have suffered such serious 
damage to the liver that they are no longer operable. 

So in this group of cases the study of the Rh factor, 
then the elimination of those with the icterus neona- 
torum type of jaundice, would put the third group, 
which is definitely a surgical group, in the hands of 
the surgeon much earlier. In this group it is usually 
possible to do something for them. About 60 per cent 
of them should be operable, that is, about 60 per cent 
of them are cases in which some form of anastomosis 
can be accomplished. But that 60 per cent will be 
reduced to 30 per cent or less if they are permitted to 
live a few weeks longer. 

For continued absence of bile in the stool in new- 
born babies, repeated examination is the best indication 
of this type of biliary tract obstruction. 

It would be very nice if we could define all patients 
as surgical or medical, then have those responsible for 
either form of treatment take charge of the case and 
treat it. 
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Medical jaundice can become surgical, as Dr. Acuff 
has indicated, or the surgical case can rapidly merge 
into both medical and surgical. 


The greatest contribution to surgery of the past 
twenty-five years has been in the field of physiology 
or various structures of the body and of biochemistry. 


When a patient is seen with a jaundice the first 
question is, is the patient dehydrated? A knowledge of 
this fact is easily obtained. If so, then he should be 
hydrated rapidly. 

What are the major changes in his blood chemistry? 
What is his protein level? What is his sugar level? 
What is his urea or nitrogen level? What is his red 
blood count? What is his hemoglobin? These condi- 
tions must be improved and improved rapidly if we 
expect to do much for our patients. 

It is imperative from the beginning that we fortify 
any jaundice patient for operation if he is surgical; then 
whatever surgery is indicated must be done promptly. 
A delay, whether surgical or medical, is going to lead 
to irreversible changes in his liver, and these will be 
followed by those in his kidney, and we will have lost 
the opportunity to salvage a patient. 


Dr. Oscar B. Hunter, Jr., Washington, D. C—I come 
to you as a pathologist and would like very much to 
discuss this from the point of view of liver function 
itself. 

The problem of surgical jaundice has been magnified 
by the returned veteran, who has come back with 
hepatitis and spread the disease throughout the whole 
population. Hepatitis, as you all realize, is a very serious 
disease and one which we in the Army approached 
with a great deal of trepidation, fearful of an increasing 
mortality and fearful of other types of jaundice which 
may confuse the picture in the midst of an epidemic. | 

Consequently, while in the European Theater, I took 
it upon myself to study these cases rather thoroughly, 
and from my studies I was able to evolve a technic of 
utilizing liver function tests which we have since found 
to be advantageous in civilian life. The approach is 
from the same viewpoint as Dr. Acuff’s, the scientific 
one, looking at the liver function as a whole, not as 
single isolated functions. 

One must realize that when only one liver function 
test is utilized one may be dealing with a function 
which may not be impaired. The liver is a complex 
organ, as Dr. Acuff has pointed out, with at least 
twenty different types of functions. When one function 
is singled out, it is tantamount to saying that the liver 
is impaired in every last single function that it possibly 
can perform. That is not true. The liver can be im- 
paired in a few functions, or it can be impaired in all 
functions, and in many instances it will be impaired in 
only a few. If you try a few tests, you may miss the 
liver impairment; if you try a wide variety of tests, 
you obtain a more accurate test of the liver. 

A series of tests should be used. The serum alkaline 
phosphatase, total cholesterol, cholesterol estercholes- 
terol ratio, total protein, cephalin flocculation test, pro- 
thrombin test, urine urobilinogen, fecal urobilinogen and 


Vol. 41 No. 8 


serum bilirubin determinations can be performed within 
twenty-four hours. There is no need to delay patients 
for surgery since, within that period of time, a fairly 
adequate idea of liver function can be obtained. An 
additional feature about these tests is that they are 
primary estimates of liver function alone. They do 
not utilize or necessitate examination of other organs 
such as the kidneys or the gastrointestinal tract. These 
tests, when performed and applied to the graph, pro- 
duce distinctive curves. In the hemolytic type of 
jaundice, a curve is produced which is flat on the left 
side and elevated on the right because of increase in the 
urine and fecal urobilinogens and the serum bilirubin. 
In the obstructive type of jaundice, a curve is produced 
which is depressed on the left, flat in the center and 
jagged on the right because of the elevated urine uro- 
bilinogen, decreased fecal urobilinogen and elevated 
serum bilirubin. Finally, in hepatitis, there is a de- 
pression of the curve on the left because of incapacita- 
tions of the liver functions which include elevation of 
the cholesterol, decrease in the cholesterol esters, total 
protein and prothrombin times plus an increase in the 
cephalin flocculation. The urobilinogen studies are 
both decreased whereas the serum bilirubin is increased. 
Thus, a further distinctive pattern is produced. It is 
difficult to distinguish cirrhosis and hepatitis on purely 
liver function grounds since they both produce similar 
curves. 

This method has been of considerable help to us. 
These tests can all be performed in the average labora- 
tory and, as I said before, can be done within twenty- 
four hours. The method simply is a graphic representa- 
tion of the approach Dr. Acuff has mentioned. 


HEPATITIS, MODERN CONCEPTS* 


By GeorceE S. Mriricx, M.D. 
Baltimore, Maryland 


The title of my talk today may have led some 
of you to anticipate a report of new facts or 
experiments which would clarify the etiology or 
pathogenicity of this widespread disease. I wish 
to disillusion you at the outset if such is your 
expectation. The facts I wish to consider com- 
prise some of the published observations of many 
workers over many years. It is easy in a field 
of wide interest and with a large literature, to 
neglect and sometimes to ignore important ob- 
servations. Today I wish to review some of the 
recorded observations in an effort to assemble 
and reconcile facts that sometimes appear con- 
tradictory. 


*Read in General Clinical Session, Southern Medical Association, 
nerves, Annual Meeting, Baltimore, Maryland, November 

“From the Department of Medicine, Johns Hopkins University 
School of Medicine. , = 
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In the past 10 years the study of infectious 
hepatitis in its sporadic and epidemic forms has 
been complicated by the recognition of a similar 
disease in human beings resulting from the in- 
jection of homologous blood, serum or plasma. 
In 1937 this disease, known as homologous serum 
jaundice, was reported by Findlay and Mac- 
Callum,! to result from the use of yellow fever 
vaccine containing small amounts of pooled 
human plasma as a stabilizing agent. An out- 
break of jaundice in Bremen in 1883? following 
vaccination with human lymph was undoubtedly 
the same type of infection. Numerous large out- 
breaks of hepatitis following yellow fever vac- 
cination have been reported.* 7 Moreover similar 
hepatitis has resulted from the prophylactic or 
therapeutic use of convalescent serum from cases 
of mumps,®° measles,!° sand fly fever,!! and 
scarlet fever? I have observed 274 patients 
with hepatitis following the injection into each 
of 0.01 c. c. of human plasma in the course of 
study of influenza vaccine.!* Many other cases 


. have apparently resulted from transfusion with 


blood or plasma.'* 73 Still other outbreaks may 
have followed the use of inadequately sterilized 
syringes or needles for the administration of 
acriflavine,?4 arsenicals,?5 2° insulin,?? 28 “pento- 
thal,”?9 and penicillin.*° 

Since 1918 a similar disease has been rec- 
ognized in horses to follow homologous serum 
inoculation against horse sickness,>! equine 
encephalomyelitis,>? grass sickness,5* and an- 
thrax.34 


Repeated attempts have been made to estab- 
lish infectious hepatitis and homologous serum 
jaundice in experimental animals. At least 27 
species including several kinds of monkeys*> and 
chimpanzees** have been tested with negative 
results. Occasional successes have been reported 
in pigs,3’? canaries,38 chick embryos,®**® guinea 
pigs,*? rats,#! and monkeys.*? In each instance, 
however, the experiments have not been repeat- 
able or are otherwise unconvincing. 


Experiments with human volunteers have been 
more fruitful. From them considerable evidence 
has accumulated that the agents of infectious 
hepatitis and of homologous serum jaundice are 
filterable viruses of unusual stability** which 
may be recovered from the blood of infected 
persons.* 45 46 


It is generally agreed that on clinical grounds 


. 

: 

af 

i 
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infectious hepatitis and homologus serum jaun- 
dice have much in common. Pathologically the 
diseases are indistinguishable.*’ 


Certain differences have been emphasized on 
clinical, epidemiological or experimental grounds. 
I wish briefly to discuss each of these alleged 
differences. 


First: The incubation period of infectious hepa- 
titis is said to be shorter (3-5 weeks) than that 
of homologous serum jaundice (3 weeks to 6 
months). In most outbreaks of infectious hepa- 
titis there is the possibility of a longer incuba- 
tion period. Cases usually attributed to a second 
wave may actually be examples of infection in 
the first wave with a longer incubation period. 
This dilemma is illustrated by the recent report 
of Kunkel and Hoagland*® of nine cases of in- 
fectious hepatitis in the children of one family 
exposed to an infected older brother. From the 
evidence presented the incubation period might 
be about 27 days or 27-115 days depending on 


the point of view. In all reports of sizable out- _ 


breaks of homologous serum jaundice the incu- 
bation period has appeared to vary over several 
months. However, the earliest cases in each such 
outbreak usually occurred at an interval after in- 
jection which approximates the supposed incuba- 
tion period of infectious hepatitis. Since the most 
susceptible tissue of the host is not known it 
seems illogical to reason, as some have done, that 
the incubation period of infection by inoculation 
should of necessity be shorter than that of the 
natural infection. In fact, as Aycock and Oren®° 
have recently pointed out, there is good reason 
to expect a prolonged incubation period in hepa- 
titis transmitted by serum because of the prob- 
able admixture in the serum of virus and anti- 
body. That different strains of virus may have 
different incubation periods, regardless of the 
method of transmission, seems to be clearly es- 
tablished.49 When these facts are considered 
together one wonders whether apparent differ- 
ences in the incubation periods constitute a valid 
basis for differentiating infectious from homol- 
ogous serum hepatitis. 


Second: another argument for separating the 
infectious and homologous serum types of hep- 
atitis depends on possible clinical differences in 
the two types of infection. It is reported that 
the homologous serum disease is characterized 
by a more insidious onset, less vomiting, less 
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fever, less lymph node involvement, and a 
greater tendency to hives, rash and arthralgia. 
However, variations in the clinical manifesta- 
tions of infectious hepatitis are well recognized 
and many cases assume the attributes ascribed 
to homologous serum jaundice. The reverse is 
also true. It should be borne in mind that a 
large and varied epidemic of the homologous 
serum type, comprising cases of all clinical types, 
may result from infection with a single strain of 
virus. Moreover, it appears that separate epi- 
demics of homologous serum jaundice may vary 
greatly one from another. Hives, rashes and 
arthralgia were striking in the two outbreaks of 
homologous serum jaundice observed by Hawley? 
and ourselves!’ but were apparently rare or 
absent in other epidemics.5® Similar symptoms 
are occasionally encountered in infectious hepa- 
titis.5° 51 52 5354 On considering the clinical evi- 
dence one wonders whether it indeed offers any 
basis for separating cases of infectious hepatitis 
from homologous serum jaundice. 


Third: a further alleged difference is that in- 
fectious hepatitis most often attacks youth, 
whereas the attack rate in homologous serum 
jaundice increases with age.? Overlapping again 
occurs since either type may apparently infect 
all age groups. The natural mode of spread of 
infection is probably by ingestion of the virus 
in contaminated food or water, or as the result 
of direct or droplet contact with infectious cases. 
To explain the high attack rate of infectious 
hepatitis in children it has been pointed out that 
regimentation and crowding, conditions which 
favor the spread of infection, are more common 
for children than adults. Moreover, homologous 
immunity probably develops after infection‘ * 
so that the disease incidence would be expected 
to decrease with age. It is not surprising, there- 
fore, that infectious hepatitis is more common 
in children. It is noteworthy that many mild 
or subclinical cases occur. For reasons un- 
known, infectious hepatitis when it does affect 
adults is more severe than in children. A similar 
situation seems to exist for homologous serum 
jaundice. The apparent increasing attack rate 
of homologous serum jaundice with age may 
simply indicate that the infection produced in 
younger subjects was so mild in the epidemics 
reported as not to have been recognized. 


Fourth: the virus is said to be distributed 


| 
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differently in the body in the two types of in- 
fection. Experimental evidence derived from 
transmission experiments in human volunteers 
has shown the virus of infectious hepatitis to be 
present in the patient’s blood for only a few days 
before jaundice develops and for a few days 
after. It has also been found in the feces. In 
the case of homologous serum jaundice the virus 
has been demonstrated in the blood early in 
the latent period as well. It has never been 
demonstrated in the feces. It should be em- 
phasized that of necessity the numbers of strains 
on which this reported evidence is based was 
limited and the number of volunteers tested in 
each group was small. Moreover, the infectivity 
of the strains tested was never 100 per cent. It 
is, perhaps, unwise to lay too much emphasis on 
negative experiments indicating apparent dif- 
ferences under these conditions. 


Fifth: the results of transmission experiments 
in human volunteers indicate that homologous 
immunity may develop after either infectious 
hepatitis or serum jaundice. Heterologous im- 
munity was not demonstrated in these experi- 
ments which involved two strains of virus of 
each type. The epidemiological evidence of 
Findlay, Martin and Mitchell*? does not sup- 
port this difference. They reported that homol- 
ogous serum jaundice from icterogenic yellow 
fever vaccine was less common in subjects with 
a previous history of infectious hepatitis than in 
those without such history. This implies that 
some immunity to that strain of homologous 
serum virus was afforded by previous attacks 
of infectious hepatitis. Human susceptibility to 
experimental infection with both infectious hepa- 
titis and homologous serum strains appears to be 
about equal. Moreover, it should be recalled 
that reports have appeared that pooled human 
gamma globulin injected in sufficient dosage in 
the incubation period is apparently effective in 
preventing both types of disease.555*57 The 
combined evidence suggests that strains with dif- 
ferent antigenicity undoubtedly exist, but that 
such strains are apparently widely distributed, 
and it is not proven that any particular anti- 
genic pattern can be assigned to strains re- 
sponsible for either type of infection. 


Finally, it has been reported that secondary 
cases are the rule in infectious hepatitis but do 
not occur or are exceedingly rare in homologous 
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serum jaundice. Both statements need to be ex- 
amined. Many isolated or sporadic cases of in- 
fectious hepatitis are noted. It is only under 
circumstances propitious for epidemic spread 
that secondary cases in great number seem to 
occur. The rarity of secondary cases in homol- 
ogous serum jaundice has perhaps been over- 
emphasized. In a personally observed outbreak!$ 
of 269 cases of hepatitis resulting from the inocu- 
lation of human plasma, there were twenty-five 
additional cases of hepatitis in individuals who 
never received the inoculation. These cases oc- 
curred in a population where no jaundice had 
been observed for at least three years. Freeman*® 
has reported that the incidence of hepatitis in un- 
vaccinated troops increased 16 fold coincident 
with an outbreak of homologous serum jaundice 
and similar observations have been recorded by 
others.!° 4259 Such observations imply that the 
homologous serum virus must find exit from the 
body at some time in this disease and casts 
further doubt upon the negative results obtained 
in experimental attempts to isolate it from the 
feces. It might be pointed out further that in 
all of the reported outbreaks of homologous 
serum jaundice in horses, secondary cases ap- 
peared in uninoculated animals.*! 34 


In summary, it has been stated that infectious 
hepatitis and homologus serum jaundice are dif- 
ferent entities because of apparent differences 
in incubation period, clinical picture, age sus- 
ceptibility, distribution of the virus in the body, 
immunity and the appearance of secondary cases. 
An attempt has been made to demonstrate that 
these differences are indeed open to question. 
One is led to doubt whether there are any real 
differences between infectious hepatitis and 
homologous serum jaundice other than the for- 
tuitous difference of the mode of transmission. 

That antigenically different strains of virus 
may occur and strains showing some difference 
in the incubation period is not surprising. The 
artificial division of this disease into infectious 
hepatitis and homologous serum varieties may, 
however, be arbitrary and not founded on clin- 
ical, pathological or epidemiological facts. 
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THE GENERAL PRACTITIONER, 
PAST, PRESENT AND FUTURE* 


By Joun R. BEnveER, M.D. 
Winston-Salem, North Carolina 


At the beginning of the nineteenth century, 
medicine began to make progress through the 
development of interesting devices and new 
theoretical concepts. Advances made in physics 
and chemistry were reflected as they are today 
in medicine. But the scientific movement did 
not attain full proportions until after the middle 
of the nineteenth century! 


At the organization meeting of the American 
Medical Association in 1846, there was so little 
interest shown in this movement that there were 
less than 100 members in attendance and these 
included representatives of 16 medical colleges 
and state societies. The difference in interest in 
medicine then and now is well reflected by the 
fact that there were 15,667 registered physicians 
in attendance at the Centennial meeting this 
year. 


Medical education had become so inferior and 
secondary in its scope that we are told in 1847, 
that 


“Almost any man with an elementary education could 
take a course of lectures for one or two winters, or 
practice a few months under a preceptor, and auto- 
matically practice medicine by state law. . . . Those 
who entered medical colleges were not of high standing 
in their classes; and some medical schools as late as 
1900 were admitting students who could not gain ad- 
mission to a good liberal arts college.”2 


This inferior training and laxity of state 
medical laws produced a large number of so- 
called physicians. In 1860 there was one prac- 
ticing physician to every 572 persons in the 
country, and a Southern ratio of one physician 
to every 526 in population. This produced com- 
petition among physicians which caused within 
the profession jealousy and bitterness instead of 
an enthusiasm to excel and advance scientifically. 
That bitterness and jealousy grew to such an 
extent that the physicians of that day were 
notorious for the rancor of their quarreling. 


Nearly all of these physicians of the nine- 


*Chairman’s Address, Section on General Practice, Southern 
Medical Association, Forty-First Annual Meeting, Baltimore, Mary- 
land, November 24-26, 1947. 
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teenth century were general practitioners; and 
it is upon the heritage passed on to us by them 
that medicine has been able to build the founda- 
tion of the healing art of the present and look 
forward with assurance to a greater scientific 
future. We can look upon the general practi- 
tioner of today with respect for his past and 
with an optimistic view for his future. We should 
swell with pride when we remember the statement 
of the president of the American Medical As- 
sociation, Dr. Bortz, that “Medicine has pro- 
gressed further in the past one hundred years 
than in the previous twenty centuries.”> Ameri- 
can medicine can boast of a multitude of pioneers 
in its field, and they were all at some time doing 
some type or all types of general practice. The 
general practitioner of today should not be 
ashamed of being a general practitioner, but 
should take pride in identifying himself as a 
family physician. 


It has been said that the general practitioner 
is ashamed to admit being a general practitioner 
and, therefore, he is working toward specializa- 
tion by a specialty board or becoming a pseudo- 
specialist by the elimination of many of the 
branches of general practice. Too much speciali- 
zation is not only unwarranted, but is harmful 
to the patient clientele of the general practi- 
tioner and the medical profession as a whole. 
Dr. Gariepy* recently said: 


“The spread of medical and surgical specialization in the 
United States had gone to an extreme and the pro- 
fession had become ‘top heavy.’ There are too many 
physicians specializing and not enough doing general 
practice; . . . This is leaving a road for the osteopath 
to enter into the field of medical practice. The specialist 
will not make house calls, and for those few general 
practitioners who endeavor to care for the family ills 
in the home, the load is too heavy to bear. The osteo- 
path is longing to answer home calls and in turn sells 
himself and his colleagues to the American family. 
Eventually the specialists will find themselves ‘high and 
dry’ so far as the American public is concerned. The 
remedy is to add greater dignity to the work of the 
general practitioner.” 


The general practitioners themselves must 
first have a respect for their profession and for 
the field of general practice. They must have 
professional dignity and they should do their 
best ethically, educationally and socially to hold 
the torch of the healing art of medicine high 
and above reproach or criticism. We must show 
the American public and the world that the gen- 
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eral practitioner is no longer to be referred to 
as the country doctor “with egg on his vest and 
manure on his feet.” Dignity and professional 
pride and respect should and must be second 
only to our skill in up-to-date medical knowl- 
edge, if we are to carry the ball over the goal 
line of specialization for the winning score 
against socialized medicine and cult practices. 
The time was, and to a certain extent still is, 
that medical students looked upon the physician 
in general practice as one who was unable to do 
anything else; a doctor who had to go into 
general practice because of scholastic or financial 
inability to go further. Therefore, the few young 
physicians who have left internships and resi- 
dencies to enter private practice in small towns 
and rural communities have been compared to 
the tenant farmers of the South, men who are 
too lazy or too shiftless to do better. This idea 
must be corrected before we can ask or expect 
more than a small percentage of medical grad- 
uates to enter the field of general practice or 
locate in small towns to serve rural communities. 
Article 2 of the Constitution of the American 
Medical Association reads: 
“The object of the Association is to promote the science 


and art of medicine and the betterment of public 
health.”5 


The general practitioner will always have an 
opportunity to fulfill this obligation. 
Clark-Kennedy’* said: 


“Medicine is not a single science but depends upon the 
integration of a number of sciences for the specific 
purpose of understanding disease as a natural phe- 
nomenon, and the application of these to the practical 
problems of the prevention and treatment of disease.” 


The general practitioner is the one who most 
nearly understands this integration of a number 
of sciences. He sees the sick patient as a per- 
son, not a specialized segment of eye, lung, heart, 
kidney, nervous tissue, and so on. In this wide 
scope of all the specialized parts integrated to 
form one human being we have the soul of 
medicine, and the general practitioner. 

Dr. Strecker’ recently said: 

“Tf the loaf of medical practice is to be thoroughly 
leavened, the medical student must be given from the 
very first week in medical school the opportunity of 


studying all of a man and not only a hypothetical 
somatic half.” 


The American Medical Association® in its 


4 
a 


748 


nation wide survey on the location of physicians 
found that general practitioners were wanted 
and needed in every state in the Union. The 
general practitioner is in demand today as never 
before. The fields of the specialist may be 
crowded but the pastures for the good physician 
in general practice are green and fruitful. The 
general practitioner today has an opportunity 
to serve as never before, and it is time we as 
physicians and not as general practitioners alone, 
come to realize as a profession that 


“We best help ourselves when we best help others.” 


This is the principle of our American way of 
life, and to fail in our duty to the sick and 
indigent of our rural population is to lay the 
first corner stone in the building of socialized 
medicine. The politician, the press and most of 
all the communistic sympathizers in our midst 
are eager to publicize and maximize our failures 
to the indigent and needy. 


The story is told that a physician asked a 
clerk in a book store why there were so many 
books, pamphlets and periodicals devoted to 
problems of health, sex, psychology, and so on. 
Her reply was: “Years ago the family doctors 
knew all about our nervousness, indigestion, and 
everyday problems, but with so many specialists 
today there are very few family doctors left, so 
now the average person has to read these books 
in order to understand his problems and lead a 
normal life.”? We should read in this more than 
a bit of satire by the press or public hecklers, 
and a warning that to proceed further down 
the stream of specialization is bringing us dan- 
gerously close to the sea of medical socialization 
and autocracy. The trend toward specialization 
in medicine, surgery and obstetrics has just about 
pledged the general practitioner to the fraternity 
of the vanishing physician. We must unite in 
our efforts and change this fraternity from that 
of the vanishing physician to the advancing 
physician. 

What the general practitioner of the future 
will be like is the sixty-four dollar question. How 
will it be answered? Who will give the answer? 
That is the present problem. 

When I was honored by this Section in 1946 
by election as section chairman, I was pessimistic 
as to the future of the general practitioner. My 
predecessor, Dr. C. W. C. Moore had given an 
address filled with optimism and hope. He said:!° 
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“Regardless of the present trend, the general practitioner 
will survive; he will return to claim his heritage. Our 
many newly trained specialists will of necessity be forced 
into the havens of the small cities and rural communities. 
They will do general practice sharing their training and 
knowledge with others in other fields. Medicine will 
advance and the general practitioner will be abreast of 
the tide.” 


I could not find much enthusiasm for Dr. 
Moore’s prophecy. Much had been written, more 
is being said, but little or nothing is being done 
to indicate a renewal of interest and professional 
respect for the family physician. Today, how- 
ever, I am glad to tell you that I am optimistic 
about the future of the general practitioner. 
This optimism is not at the expense of specializa- 
tion but in the thought that much has been done 
this year, and more is being done each day to 
organize the field of general practice and to 
make it inviting to medical students and interns, 
instead of driving 90 per cent of medical grad- 
uates into specializations as has been the trend 
for the past several years. 


With the organization of this section by the 
Southern Medical Association six years ago it 
was hoped that the forces of general practice 
would be able to organize and demand respect 
from the profession and the public befitting 
their humanitarian service. The struggle was 
tough and discouraging until new hope was added 
by the American Medical Association in 1945, 
in its creation of a section on general practice. 
The registration at the first meeting of this 
section in 1946 exceeded nine hundred, and was 
the third largest registration of the convention. 
Optimism was further added by a registration of 
1,618 at the Section on General Practice of the 
American Medical Association this year. 


The newly organized National Conference of 
County Medical Society Officers on June 8, 1947, 
devoted most of its program to a discussion of 
the problems of the general practitioner. Dr. 
Sensenich,!? President Elect of the American 
Medical Association, said: 


“The background of the whole field of medical practice 
is not the specialist, but the man who does general 
practice. The bulk of medical work is done by general 
practitioners.” 


Dr. Foster!’ made the comment: 


“The general practitioner has no fight with the specialist. 
We need him as much as he needs us.” 
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Dr. Louis Bauer!‘ said: 

“If we do not protect the status of the general prac- 
titioner then our whole system of organized medicine is 
threatened.” 

Many others expressed themselves as favor- 
ing a new and better deal for the general prac- 
titioner. From the program of this meeting and 
others like it, the American Academy of General 
Practice was founded on June 10, 1947. 


The House of Delegates of the A.M.A. has 
announced the establishment of an annual scien- 
tific session for general practitioners at the time 
of the semi-annual meeting of the House of 
Delegates. The value of these meetings, con- 
jointly with the House of Delegates is high. 


Much discussion has come about in the past 
year concerning the discrimination of appoint- 
ments in general practitioners to membership 
on hospital staffs. The Council of Medical 
Education and Hospital of the A.M.A. made a 
recommendation to the House of Delegates 
“That hospitals should be encouraged to establish gen- 
eral practice services. . . . that the policy of many 
hospitals limiting their staff appointments to the 
physicians certified by specialty boards or holding mem- 
bership in special medical societies is contrary to the 
principles of the Council and seems unsound.” 

The Council changed the wording of its ““Essen- 

tials of a Registered Hospital” to include a 
service of general practice. Commenting further 
upon the attitude of the general hospital, in ex- 
cluding the general practitioner from its staff, 
Dr. Sensenich!? said, 
“Hospitals are for the use of, and not for the con- 
venience of, the specialists. Cases must be decided on 
merits and need, and the hospitals must not discriminate 
against the general practitioner.” 

The late Dr. C. W. Roberts!5 said: 

“There is one thing we can all do whether specialists 
or general practitioners and that is, contribute to the 
switching of emphasis. There was a time when the 
emphasis was put where it should be, on the family 
physician. Due to the glamor attached to specialization, 
the emphasis has switched over to a glamorization 
of the specialist. It is only natural that the younger 
men want a share of the limelight. We should all talk 
about the general practitioner and not the specialist. Put 
emphasis where it is due.” 

But emphasizing or glamorizing the general 
practitioner does not answer the question. The 
time is now, for us as general practitioners to 
unite our strength and marshal our force with 
the American Academy of General Practice and 
go to bat against every foe of American medicine. 
We should encourage a section of general prac- 
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tice in every class A medical college in the 
country. The best of the general practitioners 
of the cities and communities near these schools 
should be affiliated with them. As a reward for 
this affiliation with our medical schools and 
teaching hospitals, every general practitioner so 
affiliated should give his time and the*best of his 
store of experience to a carefully planned course 
of instruction for the students and interns in 
these sections. With such a program in force in 
our medical colleges and hospitals every medical 
student and intern would readily see the general 
practitioner as a servant to the people and a 
doctor who is a general practitioner not because 
he did not have the time or talent for another 
type of practice, but because the call to serve 
and the values of his service can be multiplied 
and glorified by the simple ways of the family 
physician. 


The American Medical Association has again 
eulogized the general practitioner by the estab- 
lishment of the general practitioners’ medal to 
be given annually for exceptional service to the 
community. This medal is a coveted token for 
which we should strive. It, no doubt, will be 
awarded to a practitioner of the old school as 
was depicted by the Journal of Providence, 
R. I.!6 But practice for a reward, or the hope 
of a reward, by a medical society, or a social or 
civic group should not be our aim. To be the 
good physician, we must combine the kindness 
and understanding of the physician of the past 
with scientific knowledge of the present. 


The completion of a required course of study 
as evidenced by an M.D. degree, the satisfactory 
practical knowledge of a few scientific subjects 
as shown by the seal of a state or National 
Board of Medical Examiners, or a bedside man- 
ner and ethical character certified by a hospital 
internship does not give any of us a license to 
feel that we are a “finished product of medical 
achievement” and, therefore, cease to better our- 
selves and our service by our failure to keep in 
step with the progress of medical science. In 
order to create a branch of medicine which will 
be attractive to the young interns of today and 
the medical graduates of tomorrow we must give 
our best to our profession. This is our creed. 
The general practitioner will march with time, in 
step with progress into a glorious future, of 
better health and service to all mankind. 
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ROLE OF APOCRINE SWEAT GLANDS 
IN THE PERIANAL TISSUE* 


By Wirorp L. Cooper, M.D. 
Lexington, Kentucky 


It is necessary to consider the embryologic 
development of the anorectal tissues to under- 
stand the pathologic changes which may occur 
there. Briefly, the three primary embryonic 
layers participate in the development of the 
structures in this region. The blood vessels, 
lymphatics, and supportive tissues are derived 
from the mesoderm. A free communication be- 
tween the rectum and anus is formed by the 
junction of the ectodermal proctodeum with 
the rudimentary entodermal rectum. This line 
of junction is called the pectinate line. External 
to this line is the anal canal which varies from 
1.5 to 3 cm. with an average length of about 
2.5 cm. Bacon! has said that the anal canal is 
lined by true and modified skin. The modified 
anal skin consists of two layers; namely, epi- 
dermis and corium, but does not possess sebace- 
ous glands, sweat glands, hair follicles, and 
cornification. It is felt that there is a gradual 
transition from the modified skin into the true 
skin which lines the lower one-third of the anal 
canal and is continuous over the perianal region. 


*Read in Section on Proctol 
Forty-First Annual Meeting, 
24-26, 1946. 


, Southern Medical Association, 
altimore, Maryland, November 
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Most authorities feel that the intersphincteric 
line clearly marks this line of transition between 
true and modified skin. In the true skin there 
are hair follicles, sebaceous glands, cornification, 
and sweat glands. 

There are two types of sweat glands in the 
perianal skin; the eccrine or ordinary sweat 
glands, and the apocrine sweat glands. We are 
primarily concerned with the apocrine sweat 
glands for they may be the site of an infection 
or a neoplasm which may be overlooked or 
erroneously diagnosed. 

The apocrine sweat glands are deeply situated 
in the corium and may be sometimes recognized 
grossly by their reddish hue. The eccrine glands 
are yellowish and more superficially located. 
The apocrine gland, the sebaceous gland, and 
the hair follicle develop from the primary germ 
of the epithelium and are therefore the first to 
separate. The apocrine gland develops from 
differentiated epithelium. The eccrine gland de- 
velops from undifferentiated epithelium. The 
distal end of the duct of the apocrine sweat 
gland usually opens into a hair follicle, but it 
may wander from the hair follicle to empty on 
the free surface of the skin. The excretory 
orifice of the eccrine gland never opens into a 
hair follicle but opens directly on the epidermis. 
This may aid in the explanation of the more 
frequent entrance of infection into the apocrine 
gland. Apocrine glands are known to occur 
only where hair exists or has existed. The eccrine 
glands are more generally distributed and often 
more numerous on the palms of the hand and 
soles of the feet. The apocrine glands function 
by rupture of the cell membrane with the ex- 
cavation of the cellular protoplasm into the 
duct. They produce a thick secretion of a com- 
plex unknown composition having a characteristic 
odor. The eccrine glands secrete a transparent 
liquid which contains water, salt, urea and fatty 
acids and also has a characteristic odor. The 
eccrine glands become active in the first few 
months of life; however, the apocrine glands do 
not function until puberty is reached. The 
eccrine are small, simple, tubular glands, but the 
apocrine are large, compound, tubular glands. 

The apocrine glands do not function until 
the sex glands mature, and it is believed that 
they occur twice as frequently in women as they 
do in men. In women the secretion of the glands 
is reduced during the intermenstrual period but 
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increased in the premenstrual period. The glands 
become enlarged in pregnant women, especially 
in those who have eclampsia. It is thought that 
these glands are probably vestigial remnants of 
scent glands which are associated with sexual 
attraction in some animals. It is believed also 
that the odor of the secretion of the apocrine 
glands increases sexual excitement, and that they 
may be considered as “‘accessory sexual glands.” 

Pick,!! in 1904, described two tumors of the 
vulva which he felt originated from rudimentary 
sweat glands. In his opinion the tumors were 
adenomas, and he demonstrated their connection 
with sweat glands. He coined the term “hidra- 
denoma” to designate this tumor. Hoeck,’ 
Blau,? and Woringer!’ have each reported a case 
of hidradenoma of the vulva. In 1930 Burg* 
reviewed the literature and found fifteen cases 
of hidradenoma of the vulva, and described a 
case of his own. In 1933, Ullmo!5 reported a 
case of hidradenoma of the breast. In 1934, 
Eichenberg® reported twelve cases of papillary 
adenoma of the vulva. He expressed the belief 
that the adenoma originated in the dilated cystic 
sweat glands which were found. 


In 1935 Montgomery? said that the basal cells 
that line the outer sheath of the hair follicles, 
the sweat ducts, and the sebaceous glands are 
similar to the basal cells of the epidermis, and 
may participate simultaneously or independently 
in any neoplastic process. He also pointed out 
that even true metaplasia may occur in the cells 
of the epidermis that have begun to differentiate 
toward sweat ducts. 

In 1939 Rothman and Gray!? reviewed the 
literature and found thirty-seven cases of hidra- 
denoma of the vulva and described five cases of 
their own. 

In 1941 McDonald! definitely traced the 
origin of a neoplasm from an apocrine sweat 
gland. In his study of thirty such neoplasms 
of the vulva, which he considered to be slowly 
growing carcinoma, he demonstrated that many 
of the neoplasms arose from the apocrine sweat 
glands. In 1944 McDonald and Cooper’ pre- 
sented what they felt to be the first reported 
case of a neoplasm of the periana! tissue arising 
from an apocrine sweat gland. The above re- 
ports indicate that neoplasms may originate in 
the apocrine sweat glands. 

Verneuil,!© a French surgeon, many years ago 
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called attention to the association of an abscess 
with the location of the apocrine glands. Jack- 
man® has said: 

“Hidradenitis suppurativa is a chronic inflammatory dis- 
ease of the skin and subcutaneous tissue which affects 
those portions of the cutaneous surface of the body in 
which the apocrine sweat glands are located, namely: 
the axillary, mammary, inguinal, genital, and perianal 
regions.” * * * “The disease is infectious and is as- 
sociated with a variety of bacteria, which may reach 
the apocrine glands by different routes.” “Histo- 
logically, in hidradenitis suppurativa the apocrine sweat 
glands reveal primary involvement in an inflammatory 
reaction.” 

Hidradenitis suppurativa is a disease of adult 
life. Robust persons usually in the second and 
third decades are affected. Normally, no sys- 
temic disturbance or impairment of the generak 
health takes place. The disease may occur im 
persons with a seborrheic type of skin and as- 
sociated acne. The first symptoms observed 
may be pruritus, local hyperhidrosis and a burn- 
ing sensation. A’ small solitary abscess which 
simulates a furuncle then develops. This abscess 
or small subcutaneous nodule may slowly sub- 
side without drainage, but nodules adjacent to 
this lesion may rupture and drain. These nodules 
may coalesce to form elevated cord-like bands. 
Only a drop or two of pus may be found on in- 
cision. The disease may continue in this mild 
form with healing and cicatrization or it may 
become more severe, being characterized by sup- 
puration, burrowing, undermining, and the form- 
ation of subcutaneous sinuses. Frequent re- 
missions and relapses occur. The spread of the 
infection takes place by means of the lymphatic 
channels and tissue spaces throughout the skin 
and subcutaneous tissue. After the chronic stage, 
characterized by draining sinuses, ulceration and 
undermining, an effort of the tissue to heal is 
usually manifested. Fibrosis, granulation, and 
extensive scarring take place in some cases. 


The surgeon, proctologist, dermatologist and 
the general practitioner may confuse hidra- 
denitis suppurativa with anal fistula, pyoderma, 
lymphogranuloma venereum, granuloma inguin- 
ale, pilonidal cyst or any other condition which 
may produce chronic sinus formation in the 
tissue around the anus. 

Only a brief differential diagnosis of the above 
condition will be attempted in this paper. All 
true anal fistulae have their origin at the dentate 
margin, but the sinus formation in hidradenitis 
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suppurative is distal to the dentate margin. The 
coexisting involvement of the axillae, mammary 
regions, perineum or genital region will aid in 
the diagnosis. The proof of a pilonidal cyst, of 
course, lies in the finding of a nidus of hair mn 
the abscess or sinus cavity located in the sacro- 
coccygeal area. Granuloma inguinale, lympho- 
granuloma venereum and other conditions re- 
quire clinical observation, demonstration of the 
causative organism, serologic studies, the use of 
specific intradermal tests and biopsy to diagnose 
the disease. 

Smith's '* has written numerous articles on 
sinuses in or near the rectum. He has given a 
detailed classification of fistulas, sinuses and 
pseudosinuses in the anal region. He has also 
said that hidradenitis suppurativa is an etio- 
logical factor in some cases of pyoderma. He 
has written extensively on the diagnosis and 
treatment of pyoderma with numerous case re- 
ports. 

Brunsting® has shown von hidradenitis sup- 
purativa is more common than is generally 
agreed and is often obscured under the terms 
“abscess,” “furunculosis,”’ “pyoderma,” “fistu- 
lous disease of the buttock” and “non-specific 
granuloma” and that when the pathologic change 
occurs in the perianal or inguinal regions, the 
clinical appearance may resemble lympho- 
granuloma venereum or granuloma inguinale. 

The importance of the apocrine sweat glands 
in the formation of adenoma and hidradenitis is 
undoubted. Their function as accessory sexual 
glands merits further study. The understanding 
of the pathologic processes which may occur in 
them is important. The early recognition of 
these lesions is of value since their early eradica- 
tion will often prevent more extensive later sur- 
gery and subsequent deformity of the part. 


COMMENT 


The embryologic development of the anorectal 
tissues has been briefly reviewed. 

The characteristics of the apocrine sweat 
glands as contrasted with the eccrine sweat 
glands has been discussed. 

Mention has been made of the part played by 
the apocrine glands as accessory sexual glands. 

The importance of recognizing the apocrine 
sweat gland as a possible site of infection or 
neoplasm has been stressed. 
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It has been emphasized that a diagnosis can 
be obscured or misrepresented through the fail- 
ure to remember and recognize the important 
role of the apocrine sweat gland in the perianal 


tissue. 
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DISCUSSION (Abstract) 

Dr. Karl Zimmerman, Pittsburgh, Pa—lIf a patient 
is found to have chronic discharging sinuses or fistulous 
tracts of the lower anal canal and perianal skin with 
fibrosis and skin bridges, hidradenitis must be con- 
sidered. It is especially significant if the fistulous tracts 
start in the distal anal canal where sweat glands begin 
to appear. If the diagnosis of hidradenitis is made, 
treatment will be successful only when the entire area 
of infected skin is removed. Ordinary fistulectomy 
would be insufficient. One article was found suggesting 
that cure is possible by giving a low fat diet and thyroid 
extract. This hardly seems possible in such a chronically 
infected area with complex fistula formations. It might, 
perhaps, be used as an adjunct. My only personal ex- 
perience with this condition was in the army, and I 
was moved before the treatment could be carried out. 

Another condition that must be remembered is hidra- 
denoma of the anal canal. The criteria leading to this 
diagnosis seemed to be a cyst of pea to walnut size in 
the distal anal canal or near the anal verge, which con- 
tains a papillomatous growth and is red in color. Many 
of us have seen isolated cysts in this region, but how 
many of us have had hidradenoma in mind when we 
removed them? 

Dr. Cooper’s paper is a stimulus to more accurate 
diagnosis. 

Dr. Cooper (closing)—There may be some question in 
regard to malignancy in adenoma of the apocrine sweat 
gland. Some evidence has been given elsewhere to sup- 
port the idea that neoplasms of the apocrine sweat 
glands are histologically cancerous; however, very little 
clinical evidence exists to support it. To my knowledge 
no one has reported a metastasis and surgical removal 
seems to effect a cure. 
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PLACENTA ACCRETA* 
TWO CASES FOUND AT CESAREAN SECTION 


By Joun L. Keyes, M.D. 
Lexington, Kentucky 


The exact incidence of placenta accreta is not 
known but it is an uncommon complication of 
the third stage of labor. 


Lawson and Oginz! report that Polak in 34 
years experience encountered but one case in 
every 6,000, and that Hirst found this anomaly 
only once in 40,000 deliveries. Only 118 au- 
thentic cases of placenta accreta have been re- 
ported, according to Meyer and Ashworth’s? tab- 
ulation in 1940, after careful perusal of the 
literature. 


The etiology of placenta accreta is found in 
the partial or complete absence of the decidua 
basalis, allowing the villi to burrow directly into 
the uterine musculature, which in turn causes 
the placenta to be retained within the uterine 
cavity. Any condition producing a primary 
atrophy of the endometrium may be a factor in 
the causation of an accreta. The etiologic factors 
of prime importance are previous manual re- 
moval of the placenta, too thorough curettage, 
endometritis, submucous myomas, previous ce- 
sarean section, and possibly dyshormonism. 


Having two cases of placenta accreta in two 
years is unusual and finding both at cesarean 
section is most unusual. 


Case 1.—Mrs. W. P., age 36, was admitted to the Good 
Samaritan Hospital on July 8, 1945. She had been 
followed by another physician throughout her pregnancy 
and was referred to me because of vaginal bleeding. Her 
periods had always been regular, and-of the twenty- 
eight day variety. She had had scarlet fever and it was 
followed by “kidney trouble.” SEs had had no opera- 
tions. This was her first pregnancy. 


Her last menstrual period was October 23, 1944; her 
estimated date of delivery was July 30, 1945. She had 
had swelling of her ankles for several weeks and head- 
aches for the past two weeks. She stated that she had 
albumin in her urine even before she became pregnant. 
She had had a moderately severe hemorrhage approxi- 
mately two hours before admission to the hospital. 


She was a rather large, obese woman and appeared to 
be close to term. There was pitting edema of both lower 
extremities. Blood pressure was 160 systolic and 110 
diastolic. Catheterized urinalysis showed three plus al- 


*Received for publication February 15, 1948. 
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bumin. Kahn was negative. She was having rather 
profuse vaginal bleeding but no pain. 

Vaginal examination revealed the cervix to be un- 
effaced and pointed. A diagnosis of placenta previa 
and preeclamptic toxemia was made. A classical cesarean 
section was done. The lower part of the incision in the 
uterus was carried through the upper part of the pla- 
centa which was situated on the anterior wall, the lower 
part completely covering the internal os. A viable four- 
pound fourteen-ounce male child was delivered. The 
patient went into shock immediately following delivery 
of the baby. Her pulse could not be obtained and blood 
pressure was too low to be read. Blood loss had not 
been excessive and the shock was thought to be due 
to emptying the uterus in the presence of the unstable 
vascular system associated with her toxemia. Stimulants 
and intravenous fluids were given and blood was started 
as soon as it could be obtained. She had been cross 
matched before the operation was started. 


Approximately the upper third of the placenta sep- 
arated easily, but there the line of cleavage ended. A 
diagnosis of placenta previa accreta was made and it 
was thought that hysterectomy was indicated. Since she 
was in shock, hysterectomy was out of the question. The 
placenta was then removed by blunt dissection, care 
being exercised not to perforate the uterus. Since one 
could not tell where the placenta ended and the muscle 
began it was obvious that considerable placental tissue 
had not been removed. She was not bleeding much and 
was closed as quickly as possible. By this time she had 
responded to stimulants and her systolic pressure was 
100 at the close of the operation. 


Her systolic pressure did not rise above 100 for the 
first twelve hours following the operation and she 
seemed to be in semi-shocked condition. Her pressure 
gradually rose thereafter. She had repeated hemorrhages 
for approximately three weeks and was given a total 
of fourteen pints of blood. Her hemoglobin dropped as 
low as 46 per cent. Her temperature stayed between 
100° and 103° for the first three weeks and was normal 
thereafter. She was discharged in good condition on 
August 8, 1945. The baby left at the same time and 
weighed six pounds and six ounces. 


COMMENT 


Wilens’ in 1942 surveyed the literature and 
found only two cases of placenta accreta in 
which a cesarean section had been performed for 
placenta previa. He added a third case. Shan- 
non and Dodenhoff* in 1947 reported a case of 
placenta previa accreta found at cesarean sec- 
tion. In both of the above cases hysterectomy 
was not done and the patients made nice re- 
coveries. Similar cases have been reported where 
hysterectomy was not done. Some of these cases 
had stormy courses like my patient. 


The usual and accepted treatment for this 
condition is hysterectomy. Phaneuf,’ in 1933, in 


- 

; 
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a review of 82 collected cases showed unques- 
tionably that immediate hysterectomy is the 
treatment of choice. 


Case 2.—Mrs. H. O., age 30, was first seen by me on 
February 28, 1947. Her last menstrual period was July 
31, 1946, and her expected date of delivery May 7, 1947. 
Her periods had always been regular, lasted three days, 
and were scant in amount. She had had no operations 
or serious illnesses. 

This was her third pregnancy. Her first pregnancy 
terminated at 7 months in a stillbirth. Her second preg- 
nancy went to full term and the baby weighed 5 pounds 
8 ounces at birth. She said that her physician told her 
that he had to remove the placenta manually. She did 
not remember that she had any excessive bleeding after- 
wards, 

She was a thin, undernourished girl weighing 118 
pounds. Heart and lungs were normal. Pelvic measure- 
ments were ample. Kahn was negative and she was Rh- 
positive. She had an uneventful prenatal course. Blood 
pressure and urinalysis were normal throughout. 

She was admitted to the St. Joseph Hospital on June 
6, 1947, in active labor. The baby was in the left 
occipito-anterior position. Although she complained con- 
siderably with her pains and they were coming at reg- 
ular intervals it was apparent that there was a primary 
inertia. After eight hours of labor the cervix admitted 
only one finger, she was passing large amounts of 
meconium, and the fetal heart was around eighty per 
minute. It was decided to do a cesarean section because 
of the fetal distress and uterine inertia. 


When the abdomen was opened the uterus had a 
peculiar bluish color. It was incised longitudinally and 
the incision continued through the placenta which was 
on the anterior wall. The uterine wall was very thin 
at this point and it was remarkable that it had not 
ruptured. A viable female child weighing five pounds 
was delivered. There was a large amount of meconium 
in the uterus and the baby was resuscitated with dif- 
ficulty. Looking at the incision through the uterus and 
placenta it was obvious that it was a case of placenta 
accreta. No line of cleavage could be found and the 
placenta seemed to be completely accreta. A supra- 
cervical hysterectomy was done. The patient had a 


smooth course and left the hospital on the tenth post- 
operative day. The baby. was discharged at the same 
time. 
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Pathological Report (Dr. E. S. Maxwell) —The speci- 
men consists of the uterus, with the placenta removed 
at term. The uterus and placenta are approximately 
normal in size. The placenta is firmly attached to the 
uterine wall and could not be stripped from the wall. 
The uterine wall, adjacent to the placenta, is quite thin, 
measuring 5 mm. in thickness. There is no unusual dis- 
coloration, and no evidence of hemorrhage or other 
abnormalities. 

Sections from the uterus through the placental attach- 
ment show in a great part of the area, direct contact 
of the muscularis and the chorionic villi. In some areas, 
muscle fibers extend in between the villi. In some areas 
the spongy layer of the decidua is apparent, but this is 
not marked. There seems to be some excessive amount 
of fibrosis in small areas at the line of placental attach- 
ment. No unusual degenerative changes were seen in 
the placenta proper, and no unusual proliferation was 
seen in the trophoblast. 


The diagnosis is complete placenta accreta. 
SUMMARY 


Two cases of placenta accreta found at ce- 
sarean section are reported. The first case was 
associated with placenta previa, and hysterec- 
tomy was not done because of the condition of 
the patient. In the second case a supracervical 
hysterectomy was done. 

One is fortunate in finding placenta accreta 
at cesarean section rather than following vaginal 
delivery as it greatly simplifies diagnosis and 
treatment. Certainly the morbidity and mor- 
tality rate is reduced. 

If any conclusions can be drawn from these 
two cases, we must conclude that immediate 
hysterectomy is the treatment of choice. 
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EDITORIAL DEPARTMENT 


SOUTHERN MEDICAL ASSOCIATION 
Forty-Second Annual Meeting 
Miami, Florida, October 25-28, 1948 


MIAMI IN OCTOBER 


Plans are progressing for the forty-second 
annual meeting of the Southern Medical As- 
sociation in Miami, October 25-28. The President 
of Dade County Medical Association, Dr. Robert 
T. Spicer, has appointed Dr. Donald W. Smith 
General Chairman for the meeting. Further 
progress will be announced at the earliest pos- 
sible date. Official headquarters will be the 
Hotel McAllister. 


ILLNESS OF THE SECRETARY-MANAGER 


The entire Association grieves over the illness 
of the Secretary-Manager, Mr. Clyde P. Loranz, 
who has been incapacitated for some weeks but 
is continuing to improve. Long the chief moving 
spirit of the Southern Medical Association and 
accustomed to doing the work of several men in 
preparation for the annual meeting, he has taken 
few vacations from his work. He has always 
been forehanded and his plans laid long ahead, 
as they were most fortunately for the 1948 meet- 
ing. It is also fortunate, in view of the time of 
his illness, that Miami is to be revisited after 
only two years. These facts will permit the 
convention to run smoothly. 


As was suggested earlier in the year, 
physicians who postpone their summer vacations 
to late October will profit and find much 
pleasure in one of America’s most delightful 
resort cities. Miami is a good taking off point 
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for trips to the neighboring Caribbean islands 
and other points of interest in South Florida. 

Since hotel space is still limited and a record 
attendance is anticipated, reservations for the 
convention should be made early through the 
Hotel Committee, care of City of Miami Con- 
vention Bureau, 320 Northeast Fifth Street, 
Miami 32, Florida. 


HAIR AND ENDOCRINES 

The Smith Brothers of cough drop fame, with 
heavy heads of hair as well as whiskers, and the 
shampoo advertisements with Gretchens of long 
braids who could sit on their hair were charac- 
teristic of the appearance of adults of two or 
perhaps three generations ago. These hair pat- 
terns have become increasingly rare in this cen- 
tury. Women today have shorter, thinner hair, 
regardless of whether the beauty parlor trims it; 
and the number of men under thirty with thin 
hair or a nearly bald pate is increasing. A young 
man with a thick shock of hair on top of his head 
is now the exception rather than the rule. Grey- 
ness in both sexes is also more common at an 
early age. Hair in general would seem to be grow- 
ing thinner and shorter, perhaps of less tensile 
strength. Hair appearance of experimental ani- 
mals has a definite relation to the general health 
and nutrition. Among human beings hair appear- 
ance has deteriorated during a period when the 
general health of the population has certainly 
improved and longevity has increased. - 

Among human beings as among laboratory 
animals, however, thinning and greying of hair 
have long been taken as stigmata of aging. In 
the laboratory a rough, thin or grey coat char- 
acterizes ill health, early aging and reduced 
longevity. It is one of the early signs of nutri- 
tional deficiency. For these reasons exact 
anatomical studies upon hair growth patterns and 
the factors which alter them are of more than 
cosmetic importance. Endocrine studies are 
somewhat informing. Hair growth is altered by 
the activities of endocrine glands. Thyroidectomy 
is known to retard it, as does hypophysectomy, 
while adrenalectomy stimulates it. 


Dieke,'! of Phipps Psychiatric Clinic, Johns 
Hopkins, has made careful studies of the manner 


1. Dieke, Sally H.: The Effect of Removing Various Endocrine 
cue > Hair Cycles of Black Rats. Endocrinology, 42:315 
p 


| 


756 


in which a certain strain of rats grows its fur 
in a definite pattern over its body in the first 
three weeks of life, and replaces it by growth 
waves which progress over definite areas in 
lengthening cycles of a month or more through- 
out the animal’s life. She examined both normal 
controls and animals which had been surgically 
deprived of either adrenals, gonads, thyroids 
and parathyroids, or hypophysis. 


Characteristic alterations were noted not only 
in the starting point of the cycles but in their 
duration after endocrine deprivation. Adrenal- 
ectomy brought about greatly accelerated cycles. 
Gonadectomy had little effect. The thyroid- 
ectomized and hypophysectomized rats showed 
delay in starting and completing the cycles and 
characteristic alterations in the beginning point 
of hair growth over the body. Hypophysis, 
thyroid, and adrenals in this species affected 
the hair pattern and rate of growth of the coat. 


Among humans the scanty hair of the cretin 
is well known, and the thinning eyebrow of the 
low thyroid individual. 


The endocrine condition is affected primarily 
by the state of nutrition. The endocrines are 
organs for economizing or wasting nutritive 
materials according to the supply of these from 
outside sources. The thyroid hypertrophies in 
iodine deficiency, and so on. The endocrines 
affect the hair, and the quantity of nutritive 
elements available affects the endocrines. 


Early thinning of hair on top of the head and 
early greying in humans has increased during 
a period when use of refined foods, white flour, 
sugar, and also fat soluble vitamins was increas- 
ing. Consumption of codliver oil and related 
products has increased more or less as white 
flour and sugar use has increased in this cen- 
tury. Increase of consumption of the B group 
of water soluble vitamins is a phenomenon of 
much more recent date. Whether these dietary 
habits bear any relationship to the present day 
human hair coat eventually will be learned, as 
well as the incidence of healthy hair among 
patients with the so-called degenerative diseases. 
It is interesting to note that hair growth is 
considered a useful subject of study in a 
psychiatric clinic. 
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AMINO ACIDS IN MUSCULAR 
DYSTROPHY 


Muscular dystrophy is defined as faulty nutri- 
tion of the muscles. According to Allis, Ames, 
and Risley,” it is usually characterized by creat- 
inuria, and this finding substantiates the clinical 
diagnosis, but characteristic changes in the total 
nitrogen excretion of the urine have not been 
observed. These workers investigated the occur- 
rence of increased amino acids in the urine of 
dystrophic patients, and note that certain amino 
acid changes usually occur. They used a method 
of study devised by Dent in England, to de- 
termine the distribution and excretion of urinary 
amino acids. 


Early muscular dystrophies did not exhibit so 
marked an increase of excretion of amino acids 
as did the more advanced cases, but they con- 
clude that the progressive condition is charac- 
terized by a generalized amino aciduria. A 
metabolic defect is thus recognizable by this 
means of analysis in many cases. 

The hypophyseal growth hormone affects 
nitrogen metabolism rather directly. It is 
capable of inducing nitrogen retention when 
given in very small amounts. One mg. per day 
of pure hormone will produce weight gain and 
nitrogen retention in normal adult female rats, 
and 0.01 mg. per day will produce weight gain in 
hypophysectomized rats, according to workers at 
the University of Californias As little as 0.03 
mg. per day bring about nitrogen retention in 
the same hypophysectomized animals. 

Total nitrogen of the urine of muscular dys- 
trophy has not been shown to be abnormal, 
though the amino nitrogen excretion which is a 
small fraction of the total is altered. How 
growth hormone in large or small quantity might 
affect the nitrogen or protein metabolism of this 
disease is a matter which eventually will be 
determined. 


1. Dorland: The American Illustrated 21s 
Edition. Philadelphia: W. B. Saunders Co., 1 

2. Alles, G. A.; Ames, S. R.; and Risley, H. “re Aminoaciduria 
in Progressive Muscular Dystrophy. Proc. Soc. Exper. Biol. and 
Med., 68:131, 1948. 


3. Bennett, L. L.; Li, C. H.; and Laundrie, B.: Production 


of Nitrogen Retention in Hypophysectomized Rats by Small 
wy Be Hypophyseal Growth Hormone. Proc. Soc. 
an 


Exper. Biol. 
68:94 (May) 1948. 
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TWENTY-FIVE YEARS AGO 
From JouRNALS oF 1923 


British Meeting.1\—The ninety-first annual meeting of 
the British Medical Association * * * at * * * Ports- 
mouth * * * will be remembered * * * The gathering 
of more than a thousand medical men and women from 
all parts of the British Empire demonstrated something 
of the power wielded by the * * * Association * * * 
The discussion on diabetes * * * attracted a very large 
audience to pay honour to Dr. Banting of Toronto * * * 
In the Section of Obstetrics and Gynaecology * * * 
Mr. Comyns Berkley opened a spirited debate on the use 
and abuse of forceps * * * We may mention the debate 
by the pediatrists on summer diarrhaea. 


Washington Meeting, Southern Medical.2—The follow- 
ing information has just been supplied by the Com- 
mittee in charge of the Washington meeting of the 
Southern Medical Association which is to be held 
November 12-15. Washington, it must be remembered, is 
famous for its hostelries, and can accommodate con- 
ventions of any size * * * General hotel headquarters 
* * * are the * * * New Willard Hotel * * * [rates] 
Single, without bath, $3; double, $5. Single, with bath, 
$5, $6, $7; double, $7, $8, $9. 


Subjects and Authors, August Southern Medical 
Journal3—Lewellys F. Barker, Etiology and Patho- 
genesis of Tetany. Stewart Roberts, Diagnosis and Treat- 
ment of Tetany; discussion by E. Bates Block, W. 
McKim Marriott, William Engelbach, Douglas Vander- 
Hoof. Sidney K. Simon, Glucose Tolerance Test in the 
Diagnosis of Malignant Growths of the Digestive Tract. 
John B. Fitts, Cancer of the Stomach. I. I. Lemann, 
Renal Glycosuria. Lewis Elias, Practical Points on 
Purgation. Arthur Jacobs, Diphtheria. Duncan Eve, 
Fractures of the Neck of the Femur. Edward T. Newell, 
Fracture of the Femur. J. Norment Baker, Fractures of 
the Upper End of the Humerus. C. A. Waters and J. W. 
Pierson, Deep X-Ray for Metastatic Pain in Carcinoma 
of the Prostate. H. S. Geiger and J. S. McEwan, 
Abdominal Pregnancy at Sixteen Months. Robert Cald- 
well, Eyeball Affections. Sidney R. Miller, Private Nurs- 
ing Homes. Walker White, The University Campus 
Hospital. 


Canadian Government to Banting.4—The Canadian 
government has awarded Dr. F. G. Banting a life annuity 
of $7,500 as the discoverer of insulin. The New York 
Times * * * urges that the action taken by Canada be 
an example to the rest of the world * * * In a recent 
address * * * Sir Ronald Ross * * * drew attention 
to the neglect accorded scientists in his country and 
the United States: 


“One of the worst cases was that of W. M. W. 
Haffkine, who in 1896 discovered the inoculation treat- 


1. Editorial: Portsmouth Meeting. Brit. Med. J., p. 193, 


Aug. 
itorial: Hotel for Washington M 
Sou. Med. Jour., 16:643 (Aug.) 1 - wine. 


3. Sou. Med. Jour., 42: ae (Aug) 1 
Editorial: The Reward of Genius. 8$1:397 (Aug.) 
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ment to cure cholera and plague in India * * * An 
accident occurred * * * and he was * * * hounded out 
of the country * * * he was one of the greatest bene- 
factors of the last century * * * Walter Reed, the 
American who discovered that yellow fever was carried 
by the mosquito, was given some menial employment, 
feeling pulses, administering castor oil, and looking at 
dirty tongues for a couple of years. And he was allowed 
to die apprehensive as to how his wife and family could 
sustain life.” 

Sir Ronald advised that there should be some state 
compensation for the research worker who contributes 
his work for the benefit of all mankind * * * The 
watchdogs of the public treasury need fear no great drain 
on the public purse from such awards * * * 


German Physicians5—An article by a well known 
Berlin physician * * * appeared in one of the largest 
Berlin dailies: 

“The number of physicians who have been compelled 
largely to give up their medical practice and devote 
themselves to other work is constantly increasing. One 
meets physicians everywhere—in the banks, in industrial 
plants, employed as traveling salesmen or as insurance 
agents—and not only the younger physicians but the 
elderly as well. A large percentage of the young phy- 
sicians * * * are compelled to take on some outside work 
to aid in their support * * * The wretched economic 
situation exerts a bad effect on their further medical 
training * * * 


Death of the President..—The sudden death of Presi- 
dent Harding, after a brief illness, when he seemed to be 
well on the road to recovery, came as a great shock to 
the American nation. A genial man of the highest ideals 
and with the simplicity of a great citizen, he had en- 
deared himself to the people whose government he ad- 
ministered. Throughout the period in which he was 
permitted to guide the affairs of the United States, he 
had shown sympathy with the aims of modern medicine 
and taken a personal interest in the welfare of our 
medical institutions. 


5. Foreign Letters, Berlin. J.A.M.A., 81:405, 1923. 
6. Current Comment. Death of the President. 


J.A.M.A., 
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Book Reviews 


Diseases of Children’s Eyes. By James Hamilton 
Doggart, M.A., M.D. (Cantab.), F.R.CS. Eng., 
Ophthalmic Surgeon, Hospital for Sick Children, Great 
Ormond Street, London. 288 pages, with 210 illustra- 
tions, 32 in color. St. Louis: The C. V. Mosby Com- 
pany, 1947. Price $10.00. 


Well written and beautifully illustrated as this book 
is, after the final chapter, one wonders if there is a 
field of children’s ophthalmology. Certainly, everything 
in the book can be found in most of the ophthalmic 
texts. 
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The ably planned chapters on anatomy make an 
excellent quick reference, if one does not wish to wade 
through a larger volume on anatomy. The anatomical 
plates, mostly from Eugene Wolff, are beautiful, de- 
tailed, and by themselves, are worthy of a place in any 
library. The chapter on embryology is of equally great 
value. There is not nearly the amount of material on 
congenital defects that would be expected in a book of 
this type. The rest of the book is routine ophthalmology 
which applies to adults as well as children. 


Recent Advances in Medicine, Clinical Laboratory 
Therapeutics. By G. E. Beaumont, M.A., DM. 
(Oxon.), F.R.C.P., D.P.H. (Lond.), Physician to the 
Middlesex Hospital, and E. C. Dobbs, M.V.O., DSc., 
Ph.D., M.D., F.R.C.P., F.RIC. F.RS. (Edin.), 
F.R.S., Courtauld Professor of Biochemistry in the 
University of London. Twelfth Edition. 422 pages 
with 42 Illustrations. Philadelphia: The Blakiston 
Company, 1947. Price $6.00. 


This twelfth edition is a compilation and coordina- 
tion of the recent advances in the clinical, laboratory, 
and therapeutic aspects of modern medicine. The 
chapter on chemotherapy has been rewritten to include 
the latest of available reports. Penicillin and the re- 
lated antibiotics, such as streptomycin, streptothricin 
and tyrothricin, are discussed in a newly added chapter. 
Other additions include the more recent advances in 
the field of vitamins. The article on thiouracil contains 
relatively little information on the related antithyroid 
substances, such as propylthiouracil. The chapter deal- 
ing with laboratory procedures is practical and adequate. 
In general this is a compact, well-organized review. 


Diseases of the Heart and Circulation. By Albert A. 
Fitzgerald Pell, M.A., D.M. (Oxon.), F.R.F.P.S.(G.), 
Professor of Medicine, Anderson College of Medicine, 
Glasgow. 398 pages, illustrated. New York: Oxford 
University Press, 1947. Price $9.75. 


This compact volume presents an introduction to the 
study of cardiovascular disease. The author has ap- 
parently had extensive experience in clinical teaching, 
and this is reflected throughout the text. Also reflected 
is the British background with the resulting difference 
of outlook upon controversial subjects when compared 
with American concepts of cardiology. 


The approach is quite logical. The first section of 
the book takes up the symptoms and physical signs of 
cardiovascular disease and includes a brief discussion of 
electrocardiography and roentgenology of the heart. 
Section II consists of heart lesions from the anatomical 
standpoint. In Section III the other types of cardiac 
pathology are classified and discussed under the etiologi- 
cal agent. The fourth and last section comprises one 
chapter, the treatment of cardiac failure. The material 
is well organized for the purpose of introductory in- 
struction. 

The dogmatic method of presentation is necessary in 
a work of this type. This proves to be a definite handi- 


SOUTHERN MEDICAL JOURNAL 


August 1948 


cap, however, when the author attempts to include 
therapeutics. Some recent significant advances in treat- 
ment have been omitted and others are merely mentioned. 
Anticoagulants in the treatment of thrombotic diseases 
are sketchily presented but there is no mention of their 
employment in myocardial infarction. The enormous 
amount of recent work in this country on the patho- 
genesis of edema in congestive heart failure and its 
treatment with low sodium restriction, acid-ash diet, and 
plentiful fluids is not covered. 

The format of the book is quite good and the illustra- 
tions on the whole are skillfully reproduced. The author’s 
style reflects a different approach from American texts 
of this type but is quite readable. 

The book may prove of value to the student desiring 
a broad introduction to the subject. 


Psychiatry for Everyman. By J. A. C. Brown, M.B., 
Ch.B. 247 pages. New York: The Philosophical 
Library, Inc., 1947. Price $3.00. 


This small volume contains in readable form the 
historical development of dynamic psychiatry. The chap- 
ters on the nervous system and the body-mind problem 
help to give the discussion a kind of biologic framework. 
Freud’s psychoanalysis, Jung’s analytical psychology, 
Adler’s individual psychology are discussed in under- 
standable language. 

Psychopathic states, neurosis and psychosis are 
described in an explanatory manner. 

While the book is written for “Everyman” only those 
with an inquiring mind and a reasonably good education 
would likely read more than the first few pages. 

The beginning psychiatrist will find in the volume a 
good collection of data on the various early schools of 
dynamic psychiatry and the intelligent layman will be 
kept within the confines of scientific discussion. 


Procedure in Examination of the Lungs. With Especial 
Reference to the Diagnosis of Tuberculosis. By Arthur 
F. Kraetzer, M.D., Associate Attending Physician, 
Lenox Hill Hospital. Preface by Jacob Segal, M.D., 
F.A.C.P., F.C.C.P., Medical Director, Los Angeles 
Sanatorium. Third Edition. 150 pages, illustrated. 
New York: Oxford University Press, 1947. Price $3.50. 
This little book of 150 pages is a very readable 

presentation of the best way to examine the lungs. The 
author describes each procedure clearly and brings out 
the relative clinical importance of each finding in a 
natural practical way as if he is talking to the reader 
personally. Many points in his discussions are clarified 
by numerous sketches. The last chapter contains 13 case 
reports and 16 x-ray reproductions of common lung 
conditions. 


Throughout the book especial stress is placed on the 
diagnosis of tuberculosis. The chapter entitled “The 
Signs of Tuberculosis” is classical. This book should be 
required study for all medical students. 
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The Clinical Examination of the Nervous System. By 
G. H. Monrad-Krohn, M.D., F.R.C.P., Professor of 
Medicine in the Royal Frederick University, Oslo. 
Eighth Edition. 380 pages, illustrated. New York: 
Paul B. Hoeber, Inc., 1947. Price $4.50. 

This edition of Monrad-Krohn has many new fea- 
tures. The first section of the book is again devoted to 
a systematic consideration of the clinical examination 
of the nervous system and shows little change from 
previous editions. The section on the “psychosomatic 
examination” is not a section on psychiatry as English- 
speaking readers might expect, but is concerned with 
the examination of phasic and praxic functions. The 
section on pneumography of the ventricles and sub- 
arachnoid spaces is excellent. Somewhat less emphasis 
is laid on the 10 c.c. encephalogram than in previous 
editions. The few pages on angiography present in 
prior editions have been expanded greatly and are 
beautifully illustrated. 

This volume is a “must” for everyone with more than 
a casual interest in the nervous system, regardless of his 
experience in the field. 


A Hand-Book of Ocular Therapeutics. By the late San- 
ford R. Gifford, M.D., F.A.CS., Professor of Ophthal- 
mology, Northwestern University Medical School, 
Chicago, Illinois. Revised by Derrick Vail, M.D., 
D.O. (Oxon.), F.A.C.S., Professor of Ophthalmology, 
Northwestern University Medical School, Chicago, 
Illinois. Fourth Edition. 336 pages with 66 illustra- 
tions. Philadelphia: Lea & Febiger, 1947. Price $5.00. 
The rapid progress of therapeutics is reflected in 

this very necessary revision of the late Dr. Gifford’s 

standard work. Dr. Vail has retained much of the 
earlier text, and yet has rendered it even more concise. 

It is a valuable summary of modern treatment of all 

eye diseases, and extends into the medical portion of 

the treatment of surgical conditions. Dr. Cordes assisted 
in the revision of chapters on “Specific and Non- 

‘Specific Protein Therapy,” “Physical Therapy,” and 

“Diseases of the Optic Nerve and Visual Pathways.” Dr. 

John Bellows has brought up to date the information 

on penicillin and streptomycin. 

This new edition is an essential for every ophthalmol- 
ogist’s shelf. 


The Human Race. A Study in the Nature of Knowledge. 
By Emil Froeschels. 197 pages. New York: The 
Philosophical Library, Inc., 1947. Price $3.00. 


This compact little volume of 193 pages is extremely 
interesting, but not the type one chooses to while away 
the time or for pick-up reading. Each sentence is es- 
sential and nothing may be skipped or scanned over 
without losing the context entirely. 

Essentially the book contains the contents of a series 
of lectures on medicine and philosophy, which the 
author delivered at the Medical School of Vienna. 


Relating medicine and philosophy in an abstract way 
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is not difficult, but to reduce this to simple words is 
not easy. The author has developed the general theme 
through many collateral lines. Even the table of con- 
tents gives little conception of the development of his 
themes. Part I deals with essential knowledge; the 
existence of God, Perception, Action, Understanding and 
Arts, Neuropathological Symptoms, and Witticism, De- 
riving from Congenital Knowledge; Part II has Two 
Different Kinds of Time; Part III, Our Destiny, Meta- 
physics (God and Infinity) and Life after Death. 

He who can slip away for an hour or two of undis- 
turbed reading will enjoy this book. 


Neuropathology: Its Clinicopathologic Aspects. By 
I. Mark Scheinker, M.D., Assistant Professor of Medi- 
cine (Neurology) and Instructor in Neuropathology, 
University of Cincinnati, College of Medicine. With 
a Foreword by Tracy J. Putnam, M.D., Professor of 
Neurology and Neurological Surgery, College of Phy- 
sicians and Surgeons, Columbia University. 306 pages, 
illustrated. Springfield, Illinois: Charles C. Thomas, 
Publisher, 1947. Price $6.75. 


The subject of neuropathology has been for a long 
time a small, highly specialized field where none but the 
properly initiated dared intrude. The increasing interest 
in diseases of the nervous system demands a better and 
more general understanding of the underlying morbid 
processes. This new work on neuropathology is a wel- 
comed addition to the subject. The material is well 
arranged and covers most of the commonly observed 
diseases of the central nervous system and some rela- 
tively rare conditions. The chapter on diseases of 
vascular origin is especially good. For the clinician the 
subject matter is comprehensible and correlated with the 
clinical picture. The accompanying illustrations, for the 
most part, are very good. 


Epilepsy. Proceedings of the Association for Research in 
Nervous and Mental Disease, held jointly with the 
International League Against Epilepsy, December 13 
and 14, 1946, New York. 654 pages, with 167 illustra- 
tions and 56 tables. Baltimore: The Williams and 
Wilkins Company, 1947. 


This volume is a collection of papers given at the 
26th annual meeting of the Association for Research in 
Nervous and Mental Disease and the International 
League Against Epilepsy, and the author index contains 
the names of the majority of the leading investigators 
in the field of epilepsy and electroencephalography in 
North America. 


There is a short paper on historical aspects of epilepsy 
by Timpkin who is preeminent in the field because of 
his comprehension of the disorder, The Falling Sickness. 
In the section on heredity Lennox reports studies on 
monozygotic and dizygotic twins which indicate that 
in chronic epileptic twin pairs without brain damage the 
seizures tend to be of the same type and appear at the 
same age in each twin, and that cerebral dysrhythmia 


j 

; 
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without epilepsy may be found in one twin, the other 
having epilepsy and dysrhythmia. This clinical and 
electroencephalographic similarity did not hold where 
the seizures in one twin were the result of brain injury. 
Hoefer notes that seizures of one kind or another occur 
in 34 per cent of a series of hemisphere tumors and 
occur most frequently in astrocytomas, glioblastomas, 
meningiomas and metastatic carcinoma in that descend- 
ing order. Spiegel shows that in convulsive reactions 
following cerebral trauma, long lasting disturbances of 
intracellular metabolic processes may occur. Gibbs and 
his group report that there is no significant difference 
between either the cerebral blood flow or cerebral oxygen 
consumption of nonepileptic patients and epileptics 
studied in the interval between seizures. The problem of 
developing new anticonvulsant drugs is assuming in- 
creasing importance. The paper by Toman is timely in 
pointing out that no single test is adequate to define the 
anticonvulsant properties of a drug and that the anti- 
convulsant action should be studied by several methods. 
Kelinowsky feels that electroshock may have some 
beneficial effect on epilepsy by causing the seizures at 
predictable intervals and may favorably affect the 
mental state. There are specific studies included by 
several authors on metabolism of lactic acid, oxygen and 
other substances in relation to convulsive activity. 


In the section on electroencephalography, one of the 
most important contributions is that of Gibbs indicating 
that patients with a history suggestive of epilepsy are 
more than twice as likely to show seizure discharge 
during sleep as during the waking state, and that foci 
of abnormal activity that may be invisible when the 
patient is awake may become clearly evident during 
sleep. Gibbs suggests that sleep is a better “activator” 
of electroencephalographic abnormality than hypogly- 
cemia, hydration, or injection of small doses of con- 
vulsant drugs. Other authors report their findings in 
the study of the relationship between febrile convulsions 
in childhood and persistence of seizures later on, on the 
significance of the normal electroencephalogram in known 
epileptics, and on the significance of paroxysmal EEG 
abnormalities in patients without clinical evidence of 
epilepsy. 


In the section on medical treatment many of the new 
anticonvulsants, such as mesantoin and tridione are 
discussed, as well as other aspects of medical treatment. 
A section is devoted to posttraumatic epilepsy with 
particular attention to the findings of the group studying 
posttraumatic epilepsy at the National Epilepsy Center 
of the Veterans Administration. In these papers the 
general problems in regard to posttraumatic epilepsy are 
discussed, together with the technic of “activation” by 
means of metrazol, acetylcholine and other drugs. The 
important phenomena of after discharge and the part it 
plays in posttraumatic seizures was studied by the use of 
electrocorticograms. Watson points out that in a two 
year follow-up 36 per cent of individuals suffering pene- 
trating head injuries had developed seizures of one sort 
or another. 


In the section on psychological and social studies the 
magnitude of the epilepsy problem is analyzed, the 
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primary and secondary emotional changes in epilepsy 
and their effect on the disorder are discussed, and reports 
of extensive investigations on the intelligence and per- 
sonality testing of epileptics are reported. 


There is hardly any aspect of epilepsy which is not 
covered in considerable detail in this excellent book. 
Due to the rapid advance in this field, many of the 
presentations will be out of date within a few years, but 
others will doubtless serve as a reference for decades to 
come. This volume is an absolute necessity for all 
physicians who have more than a casual interest in 
epilepsy, and should be in the library of all concerned 
with investigation of the operation and structure of the 
central nervous system. 


Southern Medical News 


ALABAMA 


Dr. H. Earle Conwell, Birmingham, was recently appointed to 
the American Board of Orthopaedic Surgery for Service of three 
years or longer. The Board is made up of twelve men throughout 
the United States, being selected from the American Orthopaedic 
Association, American Medical Association and the American 
Academy of Orthopaedic Surgeons, for determining the candidate’s 
qualifications for becoming a Diplomate of the American Board 
of Orthopaedic Surgery. Dr. Conwell’s election took place at his 
attendance of the joint Session of the American Orthopaedic, 
British Orthopaedic and the Canadian Orthopaedic Associations 
in Quebec, Canada in June, at which time he was attending 
them as a Member of the Executive Council of the American 
Orthopaedic Association. 

Jefferson County Medical Society and the American Cancer 
Society recently sponsored a public forum on cancer in Bir- 
mingham with Dr. George O. Gey, Department of Surgery, 
Johns Hopkins University, Baltimore, Maryland, the er. 

Dr. Owen Floyd Hughes and Miss Betty Joyce BI: , both 
of Birmingham, were married recently. 


DEATHS 


Dr. James Shackelford Gay, Ashland, aged 69, died recently. 

Dr. Albert Lee Roberts, Tuscaloosa, aged 59, died recently of 
coronary thrombosis. $ 

Dr. Myron Scott Stringer, Florence, aged 46, died recently of 
heart disease. 


ARKANSAS 


DEATHS 


Dr. Thomas C. Guthrie, Smithville, aged 67, died recently of 
coronary occlusion. > 

Dr. Mardell Yates Pope, Monticello, aged 78, died recently of 
myocarditis. 


DISTRICT OF COLUMBIA 


American Congress of Physical Medicine will hold its twenty- 
sixth annual scientific and clinical session in Washington, Statler 
Hotel, September 7-11. Annual instruction courses will be held 
September 7-10. Full information may be obtained by writing 
American Congress of Physical Medicine, 30 North Michigan 
Avenue, Chicago 2, Illinois. 

George Washington University Medical Society has installed 
Dr. James I. Boyd, President; and has elected Dr. Herbert S. 
Gates, President-Elect; Dr. Russell McNitt, First Vice-President; 
Dr. Florence E. Grady, Second Vice-President; and Dr. Oscar 
B. Hunter, Secretary-Treasurer, all of Washington. % 

Washington Alumni Chapter of the Medical College of Virginia 
has elected Dr. C. P. Ryland, President; and Dr. Thomas 
Pumphrey, Arlington, Secretary-Treasurer. 


Continued on page 52 
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PERTUSSIS IMMUNE SERUM—human 


IN VACUUM-DRIED FORM 


This serum—established as the agent of choice in the 
treatment of, and passive immunization against, whooping 


cough—is now available to physicians everywhere. 


Vacuum dehydration by the‘ LYOPHILE’ process provides high 


stability (a 5-year dating) and permits optimal concentration. 


Standard price: $6.50 per dose, 
i.e., vial containing 20 cc. of serum, vacuum-dried. 
3 to 4 doses generally required in treatment. 


24-hour service to handle telegraphic orders. 


For literature and full information, write to: 


The PHILADELPHIA 
SERUM 
EXCHANGE 4 Non-profit Organization 


THE CHILDREN’S HOSPITAL OF PHILADELPHIA 
1740 Bainbridge Street, Philadelphia 46, Pennsylvania 
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Washington Orthopedic Club has elected Dr. Paul J. O’Donnell, 
President; Dr. Milton C. Cobey, Vice-President; and Dr. Everett 
J. Gordon, Secretary-Treasurer. 

Dr. John R. Pate, Washington, has been appointed Director 
of the Southwest Health Center, replacing Dr. Richard L. 
DeSaussure, who has been transferred to the school medical inspec- 
tion branch of the Department. 

District Rheumatism Society, Washington, has elected Dr. 
Carl Berg, President; Dr. J. Lawn Thompson, Vice-President; and 
Dr. Darrell C. Crain, Secretary-Treasurer. 

Dr. Winfred Overholser, Superintendent, St. Elizabeths Hos- 
pital, Washington, was recently presented a Certificate of Appre- 
ciation by the Bureau of Medicine and Surgery, and the Hospital 
received a certificate of Achievement. The certificates were 
awarded in recognition of the valuable assistance rendered 
by the Hospital and Dr. Overholser personally to the Medical 
Department of the Navy during World War II in the training 
of Navy medical personnel and treatment of Navy patients. 


DeaTHs 


Dr. Nathan Just Helfott, Washington, aged 62, died recently 
of bronchiectasis and cardiovascular renal disease. 

Dr. Julius Albin Hupert, Washington, aged 71, died recently 
of heart disease. 

Dr. Thomas peate Neill, Washington, aged 69, died recently 
of coronary occlusio! 

Dr. Francis pny Ready, Washington, aged 52, died recently. 


a 


FLORIDA 


Florida Urological Society held its organizational meeting recently 
in St. Augustine and elected Dr. Milton M. Coplan, Miami, 
President; Dr. A. Fred Turner, Jr., Orlando, President-Elect; and 
Dr. Russell B. Carson, Ft. Lauderdale, Secretary-Treasurer. Dr. 
Linus W. Hewitt, Tampa, and Dr. Frank M. , Miami, were 
elected to the Executive Committee. 


DEATHS 


George A. Davis, Deland, aged 89, died recently. 
Dr. Thomas Dupree Vassar, Lakeland, aged 60, died 
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Dr. Edith Rebecca Hornberger Wolf, Lakeland, aged 76, died 
recently. 


GEORGIA 


Georgia Public Health Association at its nineteenth annual 
meeting held recently in Savannah installed Dr. Clair A. Hender- 
son, Savannah, President; and elected Dr. James A. Thrash, 
Columbus, President-Elect; Mr. F. W. Rhodes, Rome, Vice- 
President; and Miss Annie Taylor, Atlanta, Secretary-Treasurer. 

Dr. W. C. Baxley, Blakely, has been added to the staff of Wall 
Hospital, Blakely. 

Dr. Arthur Carpenter, formerly of Chipley, has opened an 
— at Hamilton for the practice of medicine. 

Cochran, formerly of LaFayette and recently dis- 
wm. from medical service, has opened a medical clinic at Ring- 
gold for the practice of medicine. 

Dr. J. J. Croley, formerly of Jenkins, Kentucky, has been 

appointed Commissioner of Health of Walker, Dade and Chat- 
tooga Counties. 

Georgia Radiological Society has elected Dr. H. H. McGee, 
Savannah, President; Dr. Max Mass, Macon, Vice-President; and 
Dr. Robert Drane, Savannah, Secretary-Treasurer, reelected ; 

Dr. Walter G. Hackett, Rome, has been named plant physician 
at we Rome Celanese Plant, replacing Dr. W. A. Sewell, Rome, 
retired. 

Dr. Frank Hardeman, a native of Louisville, has assumed duties 
as one of the resident physicians at the Warren A. Candler 
Hospital, Savannah. 

Dr. Clayton M. Massey, Fitzgerald, is associated with Dr. 
Harold W. Muecke, Waycross, practice limited to pediatrics. 

Southeastern Society of Neurology and Psychiatry at its meet- 
ing held recently in Orangeburg, South Carolina, reelected Dr. 
C. C. Odum, Augusta, President; and Dr. W. A. Risteen, Augusta, 
Vice-President; and elected Dr. William Burdashaw, Augusta, 
Secretary-Treasurer. The next meeting will be held at Milledge- 
ville in September. 

rgia Chapter, American College of Surgeons, at its recent 
meeting, elected Dr. David Henry Poer, Atlanta, a Dr. 
Ansley Seaman, Waycross, Vice-President; Dr. M. T Harrison, 
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PROCTOLOGY AND 


GASTRO-ENTEROLOGY 
A combined course comprising attendance at clinics 
and lectures; instruction in an 


Operations; ward demon- 
stration of cases; pathology; radiology; y; opera. 
tive proctology on the cadaver. 


UROLOGY 


A combined full-time course in Urology, covering an 
academic year (8 months). It comprises instruction in 
physiology; embryology; biochemistry; 
acteriology and pathology; practical work in surgical 
anatomy and urological operative procedures on the ca- 
daver; regional and general anesthesia (cadaver); office 
gynecology, proctological diagnosis; the use of the oph- 
thalmoscope; physical diagnosis; roentgenological inter- 
pretation; electrocardiographic interpretation; derma- 
tology and syphilology; neurology; physical therapy; 
continuous instruction in cysto- -endoscopic diagnosis and 
operative instr ; operative surgical 
clinics; ee, in the operative instrumental 
management of bladder tumors and other vesical lesions 
as well as endoscopic prostatic resection. 


THE NEW YORK POLYCLINIC 


MEDICAL AND HOSPITAL 
ORGANIZED 1881) 


(The Pioneer I Medical Institution in America) 


FOR INFORMATION ADDRESS 
MEDICAL EXECUTIVE OFFICER, 345 West 50th Street, NEW YORK 19, N. Y. 


For the GENERAL PRACTITIONER 


Intensive full-time instruction covering those subjects 
which are of particular interest to the physician in 
general practice. Fundamentals of the various medical 
and surgical specialties designed as a practical review 
of established procedures and recent advances in medi 
cine and surgery. Subjects related to general medicine 
are covered and the surgical departments Participate in 
giving fundamental instruction in their specialties. 
Pathology and radiology are included. The class is ex- 

pected to attend departmental and general conferences. 


OBSTETRICS and GYNECOLOGY 


A full-time course. In Obstetrics: 
clinics; witnessing normal an Pp H 
operative obstetrics (manikin). In Gynecology: lec- 
tures; touch clinics; witnessing operations; examination 
of patients preoperatively; follow-up in wards - 
operatively. Obstetrical and Gynecological pathology. 
Regional anesthesia (cadaver). Attendance at con- 
ferences in stetrics and Gynecology. Operative 
Gynecology on the cadaver. 
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Preparation for living ii 


...without fear 


Kodak products for mass-survey radiography 


Small, single-coated film . . . for photoradiography; large, 
double-coated x-ray film... for individual case studies; lenses 
... for photoradiographic equipment; accessories and chemicals 
. . . for exposing, processing, and viewing. . . . Eastman Kodak 


Company, Medical Division, Rochester 4, N. Y. 


Serving medical progress through Radiography 


IS A TRADE-MARK 
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Atlanta, Secretary-Treasurer; and Dr. Hugh Lokey, Atlanta, and 
Dr. J. C. Patterson, Cuthbert, members of the council. A 
scientific meeting of the Georgia Chapter of the American College 
of Surgeons and the Georgia Chapter of the American Urological 
Association will be held in Macon in the fall, the date to be 
announced later. 

Georgia Chapter, National Foundation of Infantile Paralysis, 
met recently in Atlanta, the program being under the direction 
of Dr. R. Hugh Wood, Dean, Emory University School of 
Medicine, Atlanta. 

Dr. Robert Rogers, Gainesville, has :been elected Chairman, 
State Board of Health, to succeed Dr. Charles L. Ridley, Macon. 


DeatHs 


Dr. Warren Coleman, Augusta, aged 79, died recently. 

Dr. William Wright Calhoun, Arlington, aged 73, died May 12 
following a heart attack. 

Dr. _— Cooley Maddox, Rome, aged 54, died recently of 


Dr. Chester Anderson Witmer, Waycross, aged 61, died May 7. 


KENTUCKY 


Kentucky State Medical Association will hold its annual meet- 
ing with the Campbell-Kenton County (Kentucky) Medical 
Society as host at the Netherland-Plaza Hotel, Cincinnati, Ohio, 
September 27-30. 

Southwestern Kentucky Medical Association at its 79th annual 
meeting held recently elected Dr. V. O. Decker, Metropolis, 
Illinois, President; Dr. Horace Titsworth, Clinton, First Vice- 
President; Dr. Ralph Cash, Princeton, Second Vice-President; and 
Dr. Hugh Houston, Murray, Secretary and Treasurer. 

Dr. J. Murray Kinsman, Professor of Internal Medicine, Uni- 
versity of Louisville, School of Medicine, Louisville, was elected 
Kentucky governor of the American College of Physicians at the 
San Francisco session. 

Dr. Erwin W. Straus, Lexington, was chosen as one oft fourteen 
lecturers to go on ‘a medical mission to Germany, the mission 

organized by the Unitarian Service Committee. 

Dr. Lillard F. Beasley and Miss Jane Wyatt, both of Franklin, 
were married recently. 
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Deatus 
Fulton, aged 72, died recently of 


Paducah, aged 75, died recently. 
Armstrong, Franklin, aged 63, died May 3 of a 


Dr. Robert Lee Bushart, 
coronary thrombosis. 

Dr. C. E. Purcell, 

Dr. Roy M. 
heart attack. 


LOUISIANA 


Dr. Edwin Hugh Lawson, New Orleans, has been appointed 
a member of the Council of the Southern Medical Association 
from Louisiana for a regular Council term of five years beginning 
at the close of the annual meeting in Miami in October, the 
appointment having been announced recently by the President- 
Elect, Dr. Oscar B. Hunter, Washington, D. C. Dr. wson 
succeeds Dr. Wiley R. Buffington, New Orleans, whose term will 
expire with the close of the Miami meeting in October and who, 
having served the constitutional limit, is not eligible for reappoint- 
ment. 

Louisiana Pediatric Society at its recent annual meeting re- 
elected Dr. Wm. C. Rivenbark, President; Dr. Bertha Wexler, 
Secretary, and Dr. Jack Strange, Treasurer, all of New Orleans. 

Pure Milk Society at its 38th annual meeting elected Dr. Julian 
Graubarth, President; and reelected Dr. Wm. C. Rivenbark, Vice- 
President; Mr. Robert H. Polack, Secretary-Treasurer; and Dr. 
Alma Sullivan, Assistant-Secretary, all of New Orleans. 

Dr. John M. Whitney, New Orleans, has been elected President, 
Southern Branch, American Public Health Association. 

Dr. Jeanne Roeling-Hanley, New Orleans, was recently installed 
President, New Orleans Quota Club. 

Dr. Maud Loeber, New Orleans, is the recipient of the civic 
achievement award bestowed annually by the New Orleans Federa- 
tion of Women’s Clubs for outstanding civic activities. 

Dr. Rudolph Matas, New Orleans, has been elected to honorary 
membership in the Louisiana Academy of Sciences. He also was 
presented a scroll for his distinguished services to medicine by 
the Louisiana State Pharmaceutical Association at the 66th 
annual meeting held in New Orleans. 

Louisiana State University Medical Alumni Association has 
elected Dr. T. A. Richardson, Minden, President; Dr. W. O 
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CITY VIEW 
SANITARIUM 


For the diagnosis and treatment of 
nervous and mental disorders, and 


addictions to alcohol and drugs. 
Established 1907 


NASHVILLE, TENNESSEE 


A Modern Ethical Sanitarium 
at Louisville 


Established 1904 


BEAUTIFUL AND SPACIOUS GROUNDS 
AFFORD OUTDOOR RELAXATION 
Alcoholism—Senility—Drug Addiction 

Mental and Nervous Diseases 
Our ALCOHOLIC treatment destroys the craving, 
the app and sleep, and rebuilds the physical 
and nervous condition of the patient. Liquors with- 


drawn gradually; no limit on the amount necessary to 
prevent or relieve delirium. 


MENTAL patients have every comfort that their 
home affords. 


The DRUG treatment is one of gradual Reduction; 
it relieves the constipation, restores the appetite and 
sleep; withdrawal pains are absent. No Hyoscine or 
rapid ds used unless patient desires 
same. 


NERVOUS patients are accepted by us for observa- 
tion and diagnosis, as well as treatment. 

Select cases of SENILITY accepted. 
Physiotherapy—Clinical Laboratory—X-Ray. 
Consulting Physicians 
Rates and Folder on request 


THE STOKES SANITARIUM 
E. W. STOKES, M.D., Medical Director, 
Telephones: Highland 2101—Highland 2102 

923 Cherokee Road, Louisville, Kentucky 
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newest and finest in 


crystal controlled 


short wave 
diathermy 


New crystal controlled Aloetherm answers 
all modern requirements for short wave 
diathermy. The equipment is efficient and 
practical in design, rugged, precision con- 
struction. It is built exclusively for Aloe to 
Aloe standards. Full type approval No. 
D-482 has been awarded the Aloetherm 
by the Federal Communications Commis- 
sion. Exceptionally handsome appear- 
ance. Available for immediate shipment. 
Backed by our full two year guarantee. 
Truly quality equipment yet sold at the 
lowest price on the market. Write for 
illustrated literature. 


20F7300—Aloetherm Crystal Controlled Short 
Wave Diathermy complete with Electromagnetic 
Treatment Drum, Electromagnetic Inductance Cable with 
Spacers, Flexible Arm, and Line Cord........-$595.00 


COMPANY 
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al 
A. S. KK ome Serving the Profession Since 1860 
i Olive Street St. Lovis 3, Missouri 


56 SOUTHERN MEDICAL JOURNAL 


Continued from page 54 


Vennard, Baton Rouge, Vice-President; and Dr. Donald B. 
Williams, Lafayette, Secretary-Treasurer. 

Dr. Charles M. Godd, New Orleans, has been elected Editor- 
in-Chief, Anatomical Record, a national journal devoted to pub- 
lication of research in the field of anatomy. 

Dr. Vernon W. Lippard, Dean, Louisiana Sate University 
School of Medicine, New Orleans, has been appointed a member 
of the Board of Medical Consultants, Oak Ridge Institute for 
Nuclear Studies. 

Dr. Robert Bernhard, New Orleans, succeeds Dr. O. P. Daly 
as Director, Charity Hospital, New Orleans. 

Dr. Roy Wright, formerly of New Orleans, has been appointed 
Director, Huey P. Long Hospital, Pineville. 

The newly organized New Orleans Academy of Internal Medicine 
has elected Dr. Thomas P. Findley, Jr., President; and Dr. 
Samuel B. Nadler, Secretary-Treasurer. 

Dr. Richard L. Bagnetto, New Orleans, has been awarded a 
National Institute of Health Postdoctorate Research Fellowship 
which makes it possible for him to devote his entire time to 
research on the physiology of congenital heart disease, this 
announcement being made by the dean of Louisiana State Uni- 
versity School of Medicine. Investigations in this field during 
past few years have, by new operations, saved the lives of hundreds 
of “blue babies.” 

Louisiana State University School of Medicine, New Orleans, 
has added the following new members to its faculty: Dr. Ruth 
A. Miller, for the past five years Assistant Professor of Anatomy, 
fohns Hopkins Medical School, Baltimore, Maryland, as Assistant 

'rofessor of Anatomy, effective August 1; Dr. Thomas Hernandez, 
Lafayette, Instructor in Biochemistry; Dr. Irving A. Essrig, a 
native of Tampa, Florida, as Instructor in Surgery; Dr. Jack G. 
Miller, Instructor in Obstetrics and Gynecology; and the following 
clinical assistants: Dr. Joseph L. DiLeo, dermatology; Dr. David 
H. Dumville, medicine; Dr. Martha M. McQuitty, pediatrics; 
Dr. Herman Rabin, surgery; Dr. Raphael Ross, dermatology; 
and Dr. William H. Hamilton, dermatology. 

Tulane University School of Medicine, New Orleans, announces 
Promotions effective July 1: Dr. Rawley M. Penick, Jr., from 

jate Professor to Professor of Clinical Surgery; Dr. A. J. 
Walker, from Assistant to Associate Professor of Tropical Medicine; 
and Dr. Jack Wickstrom, from Instructor to Assistant Professor 


of Orthopedics. 
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Dr. Albert Miller, Assistant Professor of Parasitology, Tulane 
University of Louisiana, New Orleans, is on leave of absence 
from the University and with Dr. Robert T. Clauses of Cornell 
University has been observing and collecting insects of medical 
value in Arkansas, Texas and New Mexico. 

Dr. Anthony Failla announces the opening of his office in New 
Orleans, practice limited to eye, ear, nose and throat. 

Dr. Israel Fisher announces the opening of his office in 
New Orleans, practice limited to internal medicine. 

Dr. Herman Rabin announces the opening of his offices in New 
Orleans, practice limited to surgery. 


MARYLAND 


Dr. Edwin N. Broyles, Baltimore, was elected Secretary of 
the American Broncho-Esophagological Association at the annual 
meeting held recently in Atlantic City. 

Dr. Edward F. Lewison and Miss Betty S. Fleischmann, both 
of Baltimore, were married recently. 


DEATHS 


Dr. William Sisson Gardner, Baltimore, aged 86, died recently. 
Dr. Frank Newcomer Hoffmeier, Hagerstown, aged 71, died 
recently of coronary occlusion. 


MISSISSIPPI 


Dr. G. Lamar Arrington, Meridian, has been appointed a 
member of the Council of the Southern Medical Association from 
Mississippi for a regular Council term of five years beginning at 
the close of the annual meeting in Miami in October, the appoint- 
ment having been announced recently by the President-Elect, 
Dr. Oscar B. Hunter, Washington, D. C. Dr. Arrington succeeds 
Dr. J. P. Culpepper, Jr., Hattiesburg, whose term will expire with 
the close of the Miami meeting in October and who, having 
served the constitutional limit, is not eligible for reappointment. 

Dr. Harvey F. Garrison, Jackson, received the award of the 
new Cadillac car which was given away by the White Laboratories, 
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research. 


us today for full particulars. 


SPLENDID OPPORTUNITIES FOR 
PEDIATRICIANS 


A twenty-man group, long established in one of the 
largest cities west of the Mississippi, is in need of a 
Pediatrician to head the department. Opportunity for 
medical school affiliation and an eventual partnership. 
A midwestern university needs a Pediatrician to handle 
its Child Welfare Program in addition to teaching and 


Please outline your interests for we have unusual oppor- 
tunities in Pediatrics at the present time. Wire or write 


BURNEICE LARSON, Director 
THE MEDICAL BUREAU 
Palmolive Bldg., at 919 N. Michigan Ave. 
CHICAGO.-.--ILLINOIS 
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B-P 
SURGICAL KNIFE HANDLES 


Outstanding for their durable fabrica- 
tion and capacity to accurately and firmly 
fit every B-P Blade, their combined qual- 
ities of practical design, balance and’ 
finish are as distinctly individual as a 
fingerprint. 

Genuine B-P Handles may be readily 
distinguished by the Gothic Arch pattern 
of the distal ends . . . a time-conserving 
aid in blunt dissection. As quality prod- 
ucts, they are built for long periods of 
satisfactory service . . . designed to resist 
the damaging effects of hard, constant 
use. In the end, more economical by far. 


AVAILABLE PATTERNS INCLUDE— 


Nos. 3, 4 and 7 .. For general surgical use. 
Nos. 3L and 4L .....Elongated handles for deep 
surgery. 


No. 3LA ....... .. ...An offset, elongated handle for 
use in hysterectomies. 
No.9 ... ........... ....A small, finely balanced handle 


for ophthalmic, plastic and 
minor surgical use. 


Ask your dealer 
BARD-PARKER COMPANY, INC. 


Danb y,C icut 


BARD-PAR 
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The Tulane University 


of Louisiana 


School of Medicine 


POSTGRADUATE COURSES 


September 1, 1948-January 31, 1949 — Basic 
Sciences in Orthopedics. 


September 1 — Tropical Medicine and Public 
Health leading to the degree of Master of 
Public Health (Tropical Medicine). 


In clinical branches, courses leading to the 


degree of Master of Medical Science. 


For detailed information write 
DIRECTOR 
Division of Graduate Medicine 
1430 Tulane Ave. New Orleans 13, La. 


eerric 


ILLE 


or EMERGENCY RELIEF 


CARBISULPHOIL COMPANY 


3114 Swiss Avenue Dallas. Texas 
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Newark, New Jersey, at the American Medical Association meeting 
held in Chicago in June. 

Mississippi State Board of Health has expanded child guidance 
services with the opening of a clinic in Greenwood. 

Scholarship awards have been recently granted to fourteen 
prospective Mississippi physicians by the Board of Medical Educa- 
tion, these students agreeing to return to practice in ru 
Mississippi. Since the program was inaugurated in 1946, 129 
have been granted. 

Dr. Liphus O. Murphy, Jr., Laurel, and Miss Margaret Massa, 
Hazelhurst, were married recently. 


DEATHS 


Dr. Sidney D. Redmond, Jackson, aged 76, died recently of 
ileus. 
Egbert Hayes Wesson, New Albany, aged 58, died recently 
of ‘Ga disease. 


MISSOURI 


Kansas City Southwest Clinical Society will hold its 26th 
annual conference in Kansas City, October 4-7, at the Municipal 
Auditorium. 

Missouri State Medical Association at its recent annual meet- 
ing installed Dr. Robert Mueller, St. Louis, President; and elected 
Dr. W. Wallis Smith, President-Elect; Dr. B. E. DeTar, Joplin, 
Dr. D. P. Dyer, Sedalia, and Dr. P. W. Jennings, Canton, Vice- 
Presidents; Dr. Perry W. Jennings, Canton, Secretary; and Dr. 
William A. Bloom, Fayette, Treasurer. 

Dr. Burford G. Hamilton, Richmond, was recently elected 
President of the Richmond Rotary Club. 

Washington University School of Medicine, St. Louis, has as 
newly appointed Professor of Preventive Medicine and head of 
the Department of Preventive Medicine and Public Health Dr. 

Robert E. Shank of New York City. 


DEATHS 


Dr. Charles F. Byrd, St. Joseph, aged 80, died recently. 

Dr. Edgar McDonnell Griffith, Harrisonville, aged 63, died 
recently of coronary occlusion. 

Dr. Martin Dalton, Fenton, aged 79, died recently of 
pneumonia. 

Dr. Patrick Henry Owens, Kansas City, aged 64, died recently 
of coronary occlusion. 

_Dr. Harol Steele, St. Louis, aged 44, died recently of heart 


Dr. August William Zillman, Keytesville, aged 88, died recently. 
Dr. William H. Winningham, Trenton, aged 80, died recently. 
Dr. Joseph W. Love, Springfield, aged 81, died recently. 

Dr. Max W. Myer, St. Louis, aged 70, died recently. 

Dr. James Stewart, Jefferson City, aged 74, died May 18. 
Dr. Herluf G. Lund, St. Louis, aged 66, died May 26. 


NORTH CAROLINA 


Dr. Carl V. Reynolds, State Health Officer since November 
1934, resigned effective June 30. 

Dr. Robert W. Graves, Professor of Neurology and a member 
of the faculty of Duke University School of Medicine, Winston- 
Salem, since 1936, has resigned to go into private practice of 
neurology in Rome, Georgia. 

Construction of an additional floor at Bowman Gray School 
of Medicine, Winston-Salem, has been made possible through a 
gift of $33,000 from a New York patron of the school. This 
addition will supply space for office and laboratory of the new 
Institute of Tropical Medicine. 

Dr. J. Cullen Hall has opened offices in Salisbury for the 
practice of obstetrics and gynecology. 

Dr. Raymond M. Wheeler has opened offices in Charlotte 
for the practice of internal medicine. 

Dr. Larry A. High is associated with Dr. Sam Jones, Nashville. 

Dr. R. E. Fox, Raleigh, has accepted position of Health Officer 
for Stanly County, effective July 1. 

Dr. George D. Wilson, Asheville, was appointed one of two 
delegates to the First International Conference of Poliomyelitis 
held in New York City, July 12-17, representing the American 
Congress of Physical Medicine. 

Dr. William Henry Boyce, Jr., Ansonville, and Miss Anna 
Doris Shore, Winston-Salem, were married June 5. 

Dr. Lillian Irene McCain, Southern Pines, am Mr. Daniel 
Miles MacFarland, Brevard, were married June 9 

Dr. Charles Glenn Sawyer, New Bern, and “Miss Elizabeth 
Gaston Ivey, Albemarle, were married recently. 
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Bovine blood can be collected and handled 
under carefully controlled, sanitary con- 
ditions. Protein Hydrolysate, Baxter, is 
prepared from the plasma of this blood 


because plasma proteins properly proc- 
essed are good proteins*. Enzymatically 


SOUTHERN MEDICAL JOURNAL 


digested, the proteins are converted into 
amino acids and peptides with a mini- 
mum change in structure. A new booklet, 
Protein Hydrolysate, Baxter, is yours for 
the asking. Baxter Laboratories, Morton 
Grove, Illinois. 


* Journal of the American Dietetic Assn. Vol. 23 #10 Page 841 October 1947. 


Protein 


‘American Hospital Supply Corporation « General Offices, Evanston, Illinois 


east of the 


Distributed and Available 
Only in the 37 states 
Rockies 
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ANNOUNCING 


a Service to the Medical Profession 


MeEpiIcaL EMPLOYMENT 


Doctors, medical secretaries, x-ray tech- 
nicians, laboratory technicians, dieticians, 
office nurses, receptionists. We will seek 
to place medical personnel wherever needed 
in the Southeast. 


MAILING SERVICE 


We will have available mailing facilities 
covering the profession throughout the 
South. We can mail your reprints at a 
nominal cost. 


Mrs. STEWART R. ROBERTS 


Medical Placement and Mailing 
Service 


768 Juniper Street, N. E. 
Atlanta, Georgia 
ATwood 8232 


Classified Advertisements 


WANTED—Director for School Health Service, City Public 
Schools, Nashville, Tennessee. M.D. required. M.A. in Public 
Health desirable but not essential if applicant has had public 
health experience. Age preferred 30-40. Beginning salary $6,000.00. 
This position offers opportunity to serve 850 teachers and 26,000 
public school children. The staff includes two assistant directors, 
with M.D.’s, 12 staff nurses, a health coordinator and two clerks. 
Write W. A. Bass, Superintendent, City Public Schools, Nash- 
ville 3, Tennessee. 


WANTED—Senior Assistant Physician, Tuberculosis. Must have 
two years tuberculosis experience. Salary $3,400-$4,250 a year 
with full maintenance. Position affords all advantages of employ- 
ment under the State Merit System such as generous vacation and 
sick leave benefits, automatic increases in salary and a liberal 
retirement system. Also affords an opportunity to work under the 
progressive public health program of the State Department of 
Health. Mail inquiry to Dr. I. B. Lyon, Superintendent, Maryland 
Tuberculosis Sanatorium at Sanatorium, Maryland. 


FOR SALE—Six-room cottage. Furnace heat, garage, choice loca- 
tion. A fast growing cotton mill town of 5,000 with a medical 
center but no dentist in the town where one is badly needed. 
Lot 87 ft. front by 482 ft. back. Can be used as a private home 
and office. Will sell furnished or unfurnished. Electric kitchen. 
Write MHJ, care Southern Medical Journal. 


WANTED—Physician for rural general practice in 30 mile area 
in Yazoo County in Vaughn, Mississippi. This area is now without 
a physician. Free room and board offered single physician by late 
doctor’s widow. Average earnings about $10,000 a year, little 
overhead. Address inquiries to Mrs. B. C. Rush, Vaughn, 
Mississippi. 
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DEATHS 


Dr. Philander Chase Riley, Fayetteville, aged 72, died recently. 

Dr. Charles Manley Walters, Burlington, aged 71, died recently 
of a skull fracture received in an automobile accident. 

Dr. Andrew Blair, Charlotte, aged 52, died June 3. 


OKLAHOMA 


Dr. Fred E. Woodson, Tulsa, has been appointed a member of 
the Council of the Southern Medical Association from Oklahoma 
for a regular Council term of five years beginning at the close 
of the annual meeting in Miami in October, the appointment hav- 
ing been announced recently by the President-Elect, Dr. Oscar B. 
Hunter, Washington, D. C. Dr. Woodson succeeds Dr. Carroll M. 
Pounders, Oklahoma City, whose term will expire with the close 
of the Miami meeting in October and who, having served the 
constitutional limit, is not eligible for reappointment. 

Dr. William B. Thompson, Walters, will be in Temple, Texas 
for three years in association with a clinic there. During his 
absence, his office and practice in Lawton will be taken over by 
Dr. Willard McGraw. 

Dr. E. M. Loyd, Taloga, has moved to Harlingen, Texas. 

Dr. Orarge W. Starr, Drumright, has been appointed City 
Physician. 

Dr. J. A. Marrow, Sallisaw, has moved to Durant. 


DEATHS 


Dr. E. L. Cohenour, Tulsa, aged 63, died recently. 

Dr. Kenneth J. Wilson, Oklahoma City, aged 57, died recently 
of cancer. 

Dr. Hillard Lindley, Hollis, aged 92, died recently. 

Dr. Wade Mitchell, Yale, aged 67, died recently. 

Dr. James Pendleton Webb, Durant, aged 58, died recently. 


SOUTH CAROLINA 


Whiteside Building of the Baptist Hospital, Columbia, a new 
eg building with 100 beds, was ready for occupancy in 
uly. 

Dr. Albert B. Wolfe has opened an office in Orangeburg, 
practice limited to surgery. 

Dr. Robert Pickens Marshall, a native of Greenwood, has won 
a $1,500 fellowship from the American-Scandinavian Foundation 
to study socialized medicine in Sweden. 

Dr. Charles Leonard Smith, Spartanburg, and Miss Bobbie 
Jean Love, Asheville, North Carolina, were married recently. 


DEATHS 


Dr. Furman Thomas Simpson, Westminster, aged 65, died re- 
cently of heart disease. 

Dr. Manning Lionel Nelson, North, aged 64, died recently of 
coronary thrombosis. 

Dr. William Elijah Hicks, Timmonsville, aged 66, died recently. 

Dr. Charles Frederick Williams, Columbia, aged 72, died June 3. 

Dr. Wm. A. Rourk, Myrtle Beach, aged 50, died June 1. 


TENNESSEE 


Nashville Academy of Medicine will hold its first Regional Post 
Graduate Medical Assembly in Nashville on October 6-7, the 
program for the benefit of Tennessee physicians and those from 
adjacent states. The official program will be mailed in August. 
The Andrew Jackson and the Hermitage hotels of Nashville can 
accommodate early requests for reservations. 

Middle Tennessee Medical Society at its semiannual meeting 
held at Fayetteville recently elected Dr. Albert Weinstein, Nash- 
ville, President; Dr. W. K. Owen, Pulaski, Vice-President; and 
Dr. C. N. Gessler, Nashville, Secretary-Treasurer. The next 
meeting will be held at Sparta, November 18. 

Dr. Samuel Bradley Prevo has opened offices in the Bennie- 
Dillon Building, Nashville, practice limited to orthopedic surgery. 

University of Tennessee College of Medicine, Memphis, by a 
grant of $6,000 from the U. S. Public Health Service, a study of 
the relation between the motility of the pyloric sphincter and 
the process of gastric evacuation will be made under the control 
of John P. Quigley, Ph.D. An additional grant of $8,000 has 
been awarded for the support of studies by Richard R. Overman, 
Ph.D., on the water and ionic imbalances which occur in malaria 
and related states. About $7,000 has been allocated to Dr. Theron 
S. Hill and Richard R. Overman, Ph.D., for studies on the 
physiologic-psychiatric alterations which occur in premenstrual 
tension states. 
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The “American” 


Clinic Model Combination Sterilizer 
(MODEL 1624-CA) 


assembles in one compact and efficient unit, all of the necessary sterilizing com- 


PRESSURE STEAM 
STERILIZER 


typical hospital type, of ade- 
quate capacity to accommo- 
date utensils, dressings, sur- 
gical packs, large instru- 
ments, surgical solution con- 
tainers. 


SMALL INSTRUMENT 
STERILIZER 

featuring “burn-out-proof” 
safety ... equipped with ex- 
tension foot pedal for ele- 
vating cover and tray. 


WATER STERILIZING 
GENERATOR 

AND 2-QUART STILL 
capable of supplying lim- 
ited requirements of refined 
water for routine surgical 
uses. Note accessible draw- 
off faucet and convenient 
container support. 


ALTERNATE ASSEMBLY AVAILABLE 


To meet available space requirements, electrically oper- 
ated Model 1624-CA is offered with either right-hand or 
left-hand mounting of small instrument sterilizer and still. 


In mounting, the automatic steam lock door of the pressure ORDER TODAY 
sterilizer is also hinged so that access to the secondary units or write for information 
is never obstructed when door is opened. 


AMERICAN STERILIZER COMPANY 


Erie, Pennsylvania 


DESIGNERS AND MANUFACTURERS OF SURGICAL STERILIZERS, TABLES AND LIGHTS 
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Dr. Benjamin H. Robbins, Nashville, is one of fourteen lecturers, 
chosen by the Unitarian Service Committee for a medical mission 
to Germany. 

Dr. Joseph I. Garcia, Jr., Memphis, and Miss Mary Jane Guinn, 
Ducktown, were married recently. 

Dr. Walter Lee Bourland, Memphis, and Miss Martha Tom 
Wright, Paris, were married recently. 

DEATHS 

Dr. Arthur R. Collins, Watauga Valley, aged 72, died recently. 

Dr. Wilson J. Seal, Sneedville, aged 78, died recently of 
angina pectoris. 

Dr. George Summers oo Nashville, aged 49, died May 20 
of injuries received in a fall. 

Dr. William A. Brewer, Cowan, aged 65, died recently. 


SPECIFIC THERAPY 
SPECIFIC POTENCY 


For oral anti-anemia ther- 
apy, more and more physi- 
cians specify ‘‘Valentine’’ 
liver products.Each 45cc.of 


Liguid 
EXTRACT of LIVER 
“VALENTINE” u.s.P.) 


represents 1 U.S.P. Oral Unit containing 
the important Cohn-Minot and Whipple 
fractions, as well as over twice M.D.R. ribo- 
flavin per fluidounce. In 8 fl. oz. bottles. 


For intramuscular use, specify 


LIVER INJECTION CRUDE U.S.P. 


“VALENTINE” 
(1 U.S.P. Injectable Unit per cc.) In 10 cc. vials 


alentine Co. 


Since 187] 
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TEXAS 


State Medical Association of Texas at its recent annual meetin 
held in Houston installed Dr. Tate Miller, Dallas, President; an 
elected Dr. G. V. Brindley, Temple, President-Elect; Dr. R. E. 
Windham, San Angelo, Vice-President ; Dr. Harold M. Williams, 
™ -on, Fort Worth, Treasurer. 

Southwest Allergy Forum te installed Dr. Sim Hulsey, Fort 
Worth, President; and elected Dr. L. O. Dutton, El Paso, Presi- 
dent-Elect: and Dr. O. E. Egbert, El Paso, Secretary-Treasurer. 

Texas Chapter, American Academy of General Practice, was 
organized at the a session of the State Medical Association 
and Ls peland, San Antonio, was elected President; 
Dr. E. A. nootie ite, Vice-President; Dr. W. P. Higgins, 
i, Fort Worth, Secretary; and Dr. C. C. Shotts, San Antonio, 
Treasurer. 

Texas Neuropsychiatric Association has elected Dr. M. 
Cooper, San Antonio, President; Dr. A. T. Hanretta, Austin, Vice- 
President; and Dr. David Wade, Austin, Secretary-Treasurer. 

Texas Chapter, American College of Chest Physicians has elected 
Dr. Robert B. Homan, El Paso, President; Dr. Elliott Mendenhall, 
Dallas, First Vice-President; Dr. Jesse B. White, Amarillo, Second 


Vice-President; and Dr. Charles J. Koerth, Kerrville, Secretary- 
Treasurer. 
Texas Orthopedic Association has elected Dr. Ruth Jackson, 


Dallas, President; Dr. Bruce Steph t, Vice-Presi- 
dent; ‘and Dr. Margaret Watkins, “Dallas, Secretary-Treasurer. 

Texas Society of Anesthesiologists was established recently in 
Houston when the organization known for twelve years as the 
Texas Association of Medical Anesthetists adopted a new con- 
stitution. Dr. J. C. Youngblood, Houston, was installed as Presi- 
dent; and Dr. Wilbur Robertson, San Antonio, was elected 
President-Elect; Dr. Russell Bonham, Houston, Vice-President; 
and Dr. H. C. Slocum, Galveston, Secretary-Treasurer. 

Texas State Heart Association has changed its name to the 
Texas Heart Association and at its recent meeting elected Dr. 
Walter B. Whiting, Wichita Falls, President; Dr. George W. 
Parson, Texarkana, Vice-President; and Dr. Merritt B. Whitten, 
Dallas, Secretary-Treasurer. 

Texas Railway and Traumatic Surgical Association at its recent 
meeting elected Dr. Denman C. Hucherson, Houston, President; 
Dr. Joe R. Gandy, Houston, Vice-President; Dr. Joe White, Fort 
Worth, Second Vice-President; and Dr. W. F. Parsons, Fort 
Worth, Secretary-Treasurer. 

Texas Society of Gastroenterologists and Proctologists has elected 
Dr. Alvin Baldwin, Dallas, President; Dr. Leroy Duggan, Houston, 
First Vice-President; Dr. Wade Harris, Houston, Second Vice- 
President; and Dr. Carl G. Giesecke, San Antonio, Secretary- 


Treasurer. 
Texas Dermatological a. has elected Dr. D. T. Gandy, 


Houston, President; Dr. Stewart, Corpus Christi, Vice- 
President; and Dr. W. Harris Connor, Houston, Secretary. 
Texas Rheumatism Association, recently founded, elected Dr. 


Howard C. Coggeshall, Dallas, President; and Dr. Paul J. Thomas, 
Dallas, Secretary. 


DEATHS 
Dr. James Forest Buchanan, Dallas, aged 51, died recently. 
Dr. William J. Cummings, Alvarado, aged 63, died recently 
of pneumonia. 


Continued on page 64 
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H. E. DUBIN LABORATORIES, Inc., 250 East 43rd St.. New York 17,N.Y. 
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DUBIN AMINOPHYLLIN. 
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the safest 
antihistaminic first... 


Neohetramine 


“Clinically, Nechetramine has an advantage over 
all other antihistaminics investigated; in that it is 
extremely well tolerated, and may often be used suc- 
cessfully in patients who are unable to take other 
drugs of this series because of unpleasant side 
actions.” 


Friedloender, S., ond’A. S. Friedicender, Americon 
College of Physicians, Milwaukee, 15 Nov. 1947. 


Neohetramine is by far the safest anti- scribing antiallergic drugs. Idiosyncrasies of 

histaminic. It maintains a high average of __ the patient make it difficult to foresee which 

effectiveness and causes the fewest side re- _antihistaminic will afford the greatest symp- 

actions. Only 1 per cent of 1000 patients —_ tomatic relief—or cause the lowest incidence 

had to discontinue treatment. of side effects. Therefore—try the safest anti- 
Trial-and-error is the watchword in pre- _histaminic first. 


Dosage: 50 to 100 mg. three or four times a day, preferably 
after meals and at bedtime. 


TRADEMARK 


BRAND OF THONZYLAMINE HYDROCHLORIDE 
N, ethylenedi- 
amine monohydrochloride, made by Nepera Chemical Co., Inc. 


TABLETS—25, 50, and 100 mg. In bottles of 100 and 1000. 


- SYRUP —In pint bottles 
DISTRIBUTED BY 


WYETH INCORPORATED + PHILADELPHIA 3, PA. [4644 


# 
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STERILE HIGH TITER 


Improper classification, due to 


weak reacting testing sera or 
failure to differentiate A: from 
A: may cause 


Our Grouping Sera are eoatied Gu for HIGH 
TITER. Exclusively o Be kB der the per- 

R. BI H. 

laboratory tech- 


, efficient, 
We invite your 


for blood spots and paternity work. Our 
Anti-Rh serum is manufactured by 
f Dade County 


Lucas Av. 


There IS 


an easy 


The Baby Size Food 
Mill, now back on the 
market, is just the 
right size for quickly 
straining freshly cooked 
vegetables and fruits. Pu- 
rees any food fine enough for the 
smallest baby or for any adult 
smooth diet. 

Baby Size 1 quart $1.69 House- 
hold Size capacity 2 quarts 
$1.89. Sold at Department, 
Hardware stores. 


Professional Offer to Doctors 
1 only either size, $1.25 postpaid 
*Trade Mark Reg. U.S. Pat. Off. 


with a 
Baby Size 


PROFESSIONAL 


FOLEY MFG. CO. 

3317-8 N. E. Sth Street, Minneapolis 18, Minnesota 
per Professional Offer to Doctors only, I enclose $1.25 
for 1 [J Baby Size Foley Food Mill 

(.) Household Size Foley Food Mill 


OFFER 
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Dr. Charles P. Carlisle, Dallas, aged 73, died recently. 

Dr. George McClave Cultra, Amarillo, ‘aged 53, died recently 
of cerebral hemorrhage. 

Dr. William A. Davis, Austin, aged 74, died recently of myo- 
carditis and gastric hemorrhage. 

Dr. Thomas Luther Goodnight, Caldwell, aged 59, died recently 
of multiple myeloma. 

Dr. James G. Harrison, McAllen, aged 74, died recently. 

Dr. William Eager Howard, Dallas, aged 71, died recently of 
angina pectoris. 

Dr. Frank Alonzo White, Childress, aged 76, died recently of 
coronary occlusion. 

Dr. Gilman Caldwell Paynter, Falfurrias, aged 30, died May 1 
of bulbar poliomyelitis. 

Dr. Thomas a Calhoun, Dallas, aged 58, died recently 
of coronary occlusio’ 

Dr. Henry oy Hamilton, Laredo, aged 82, died recently 
of pneumonia. 

Dr. Howard aim, Dallas, aged 47, died recently of carcinoma 
of the esophagu: 

Dr. Edwin oy Jones, Dallas, aged 72, died recently of cerebral 
thrombosis. 

Dr. Anders Peter Overgaard, Houston, aged 69, died recently. 

Dr. James Maxwell Loving, Austin, aged 69, died recently of 
coronary thrombosis. 


VIRGINIA 


Virginia Peninsula Academy of Medicine has elected Dr. George 
G. Hankins, Newport News, President; Dr. Emmanuel Greenspon, 
Vice-President; and Dr. William A. Read, Newport News, 
Secretary-Treasurer. 

Virginia Society of Ophthalmology and Otolaryngology has in- 
stalled Dr. W. W. Gill, Richmond, President; and elected Dr. 
Francis H. McGovern, Danville, President-Elect; and Dr. Peter 
Pastore, Richmond, Secretary-Treasurer. 

Richmond Social Hygiene Committee has named Dr. T. W. 
Murrell, Chairman; and Dr. Wyndham B. Blanton, Dr. Raymond 
Kimbrough and Dr. L. J. Roper other members of the Committee. 

Dr. William Harrison Higgins, Jr., and Miss Emily Armistead 
Peyton, both of Richmond, were married May 29. 

Dr. Walter R. Johnson has resigned as Health Officer of 
Alleghany-Botetourt Health District to become Health Officer of 
Henrico County. 

Dr. Lewis Ellsworth Jarrett has opened offices in Marion for 
general medical practice. 

Dr. Samuel D. Sturkie, Lynchburg, has been appointed Associate 
Professor of Preventive Medicine, University of Virginia Depart- 
ment of Medicine, Charlottesville, effective July 1, succeeding 
Dr. Thomas S. Englar, resigned. 

Dr. William Dulaney Lewis, Jr., Richmond, and Miss Ruby 
Louise Martin, Roanoke, were married recently. 


DEATHS 


Dr. James A. Brown, Portsmouth, aged 70, died recently. 

Dr. Alfred B. Claytor, Bedford, aged 79, died recently of 
pneumonia. 

Dr. Benjamin Adoneram Doggett, Norfolk, aged 55, died recently 
of subarachnoid hemorrhage. 

fry’ vero = w. . Ferry, Millers Tavern, aged 74, died recently 


Dr. Marshall ‘aon Gordon, Richmond, aged 43, died May 10. 
Dr. Silas Terry Yeatts, Floyd, aged 61, died recently of 
uremia and hypertensive heart disease. 


WEST VIRGINIA 


Dr. Edward K. Hawke, Assistant Superintendent, Huntington 
State Hospital, has been appointed Superintendent, Spencer State 
Hospital, succeeding Dr. Charles E. Hamner, resigned 

Dr. J. A. Markley, formerly of Morgantown, is Director of the 
State Health Department’s new bureau of hospital and medical 
care, his appointment made by Dr. N. H. Dyer, State Health 
Commissioner. 

Under the sponsorship of the State Department of Health 
countrywide health councils have been established at Fairmont, 
Martinsburg and Charleston. 

F. McClintic, Williamsburg, has been named by the 
governor as Director of Conservation, the appointment effective 
une 1, 


DEATHS 


Dr. Achillas S. Abshire, Beckley, aged 88, died May 30. 
Dr. William Joseph Leahy, Mannington, aged 72, died June 1. 
died June 


Dr. Carl Frost Raver, Charleston, aged 69, 


GROUP SERA 
> For ACCURATE 
CLASSIFICATION 
ries. 
Our sera are manufactured under Government 
License No. 160, N.LH. 
Anti-B, and Absorbed Anti-A. Absor 
Anti-A serum is to differentiate between A: 
and A: bloods. Anti-M and Anti-N sera are . 
a sample copy of 
Digest full q hints on 
laboratory 
technique. 
St. Louls,.Mo. 
in Foo 
FOLEY 
MILL 
Good Housekeeping 
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r the treatment of constipation 


linger) 


THE 
ARLINGTON 
CHEMICAL 


lubricates Restores normal function griping, 


flatulence, diarrheic movement YONKERS 1, 


NEW YORK 


*The word NEO-CULTOL is o registered trademork of 


The Arlington Chemical Company. 

seneenee Originally designed for eye, ear, nose, _pistol-type handle over the plated goose-  SSeseeeee 
Ss oe and throat- work, but equally useful for neck of the stand. This two-in-one > xxsouuss 
other operative examinations, the feature, plus a right angle mirror on the 
sicetneeesstod AO Operating Lamp gives an intense, lens tube, allows use of the instrument <xxxxsxx 
ss = uniformly illuminated spot of light when in any desired operating position. Bes Ree 
ses J and where you want it. At 14” the spot Special body design combines maxi- F : 
me 4 is 3” in diameter, and its size is easily mum illumination with efficient heat dis- cs 
adjustable. sipation and cooling. Aluminum and 
me 3 Quick change from hand to floor stand _ plastic parts assure streamlined beauty, = : 
is made by fitting the butt of the strength, and lightness. Daylight, Ultra- 
violet, and Heat Filters available at nomi- 
nal cost. 
Call your AO Sales Representative. 
He will be glad to arrange ademon- 

stration. 
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L_acidophilys in refined mineral oil jelly, chocolate 
‘flavored — provides natural 

u 


infant feeding that consistently, for over three decades, has receivec 


DEXTRI-MALTOSE 


Aproduct consisting of maltose 

and dextrins, resulting from the 

enzymic action of bartey malt 
on corn flour 


with 
SODIUM CHLORIDE 2% 


SPECIALLY PREPARED 


FOR USE INFANT DIETS 


MEAD JOHNSON & CO. 


EVANSVILLE, IND, 


3 
recognition. No carbohydrate employed in this system of infant feeding enjoys so 
rich and enduring a background of authoritative clinical experience as Dextri-Maltose. 


war The use of cow’s milk, water and carbohydrate mixtures represents the one system of 
pediacic 
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quicken production of 


) red blood cells with | 


KAPSEALS® 


Lagging due to deficient antianemic 
principle and iron may be effectively aroused by the | 
administration of VENTREX Kapseals. 

Composed of erythropoietic agents —- utilizable by 

the body, VENTREX affords highly effective and quick- 
acting antianemic therapy. Both the concentrated 
antianemic principle of stomach tissue and fer- 
rous sulfate incorporated in VENTREX are readily 
absorbed and assimilated. Thiamine hydro- 

» chloride and riboflavin help to correct ano- 

f rexia, gastrointestinal dysfunction, and im- 

paired nutrition frequently responsible for 
the vitamin deficiency states that often 
accompany and aggravate anemias. 

EACH VENTREX KAPSEAL CONTAINS: 

Concentrated Extract of Stomach 5 gr. 

Vitamin (Thiamine 
Hydrochloride). . . 
Vitamin B, (Riboflavin) . .. . 0.25 mg. 


Dosage: In moderately severe anemia 2 to 4 
Kapseals three times daily. In severe anemia 
dosage should be adjusted to meet the patient’s 
requirements; 6 to 8 Kapseals daily are 
usually sufficient for maintenance. 
Bottles of 100 and 1000. 
2 
; ~ 
PARKE, DAVIS & COMPANY* DETROIT 32, MICHIGAN ¥% 
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